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(57)Abstract: o b> 

PROBLEM TO BE SOLVED: To provide a new compound .,^iY^w^"v^vS--<' | 

that has excellent human peroxysome proliferator- * ** 

activated receptor Cf-bond avidity and the transcription 

activation activity, thus shows hypolipemic action and is o o 

useful as an effective and high- safety therapeutic agent ^, II 

for hyperlipemia. Rt a 

SOLUTION: This new compound is represented by 

formula I [R1 is trifluoromethyl, a (substituted) benzyloxy » 

or the like; R2 is a 1-40 lower alkyl. a 1-3C lower alkoxy r^^^'V**^"'' ™ 

or the like; R3 is H or a 1-4C lower alkyl; R4 is a 1-3C ^ 

lower alkoxy] and pharmaceutically acceptable salts, 

hydrates thereof, typically 2-methoxy-3-[4-methoxy-3- Jf 

[N-[[4-(trifluorom ethyl) phenyl]methyl]carbamoyl] L"^^ 

phenyl]propionic acid. The compound represented by the 

formula II among the compounds of formula I is prepared 

by using a compound of formula III and a compound of 2 JL 

formula IV [Xp" is (R)-4- benzyl-2-oxazolidinon-3-yl or r'-QT^ jOjOO*'" V 
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the like] as starting substances and hydrolyzing the group Xp" moiety in the compound of 
formula V prepared via an intermediates from the from the starting substances. 
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(54) [f8M©=S«tl bh'<JP:i-=t^v'y-AiejffiSlgtt<bS««£ (PPAR) c7:^-X htUT©eift7x-JPyD 

Q RJ 



(1) 



(2) S2 001-55367 (P2001 



-50A) 



o 



2.2- h u y)U:^nj:^)umcr>m^{ziiyiimwi^tfMm. 
m.T)v^)\^^:^m. yx.~)u^^m. ^y'j)v^:^m<r> 

3 ^ S: «-^) -C^^ its ^ 7 X -iVTu If Ji- 

[ 2 ] R3 *<*^JM^ (7)ii-^«r o K-jf ywm^ 
coB^a<7)i:«£lIS*^'-«t^(ia) 

o 



T;l'^;l^, 2.2.2-N»J7;l'5i-axf-;u«. 

coffin r;U^;U^5l-S, 7x:::.;U^:tS. ^yi^)V^it 
S$r«L. RM±^^W>^3c7)ig^7'7l'34fv'a$-^ 

iit««3i R»3&<h'j7/U3i-o^^/i^a-r'fcsii^ 
[»^^5] Ri*i7xy^i^a-c'fcSfi*«i!eij<o 

[ W^3S 6 ] R2 *sj:^;U«-C'fe S ii^«lie«8o^ 



my:i^-)i^y-u\:it>mmmt.u^<^mA±.ff^^ix 

[ 8 1 R2 *in-7-o tVl^»TS> S If *^lie«c7) 

[t»*«9] 2-^ h^r>'-3-(4-;< ^^i^-3-[N-([4- 
y3,-)V) e^r :^B?T'«> h mim i is«i(7)»a 7 x 
mz^coAi^m, 

1 0 ] 2-x^;l^3-[4-^ h=af i^-3-(N-[(4- 

(M; y}i^:^^y^=f-)V)yx.~)V)yi^)V^ij)VJ<^'iM 
7 x^yu] rn tr^y^-cfc Sif 1 tmcommy X 

[ if 1 1 ] 2-n-yu t;t~3- [4-^ h ^ v-3- tN- 

[iA-(y 3.y^i-)y x.—)^}}^^)^)^!^^^^^ My X. 

~)V]yu\^:^ywx'h^m^ 1 ie«coKft7x:i;w 

[iWc« 1 2 ] (+)-2-x^;P-3-[4-^ b^f i^-3-(N- 

;w y X r o tr:t vrnxh h imm. 1 iefi^7)am7 

x~)Vyn \i:^yW^^m/^ffymM^^^ixh\§L 

m/\.z^(D7mm. 



(3) ^2 001-55367 (P20 0 1-5(A^ 




r>v^)v&. 2.2,2- hy7/u3roxf-;us. 




2.2- h V 7;U:tox^yuS(7)%grtcii7K^M^^^fc(iK 

iRT;U^;U^:ta. 7x-;l'f-:^a. O'^'VUf-sTS^O 



(1) 



r)V^)Vm. 2.2.2- hU7;U:tOX^;P». lJfSiCl*> 

o 



2. 2- h U 7;l';i-nx^/i^(?)i©^ii{i7l<sis^ ^)t(4^ 
*^l*>^>4<7)i^T;P=^;l-S&* L. R2*^^S^l*>^.3 

ST;Pdf-;Uf-^S, 7x-;i^f-Jt«. '<.yi^';>^^^2co 
%&(C{i*«M^'«r«L. RMi:^SSS:l36>^,3<Offi»Tyl' 




(1) 



OH 



(^4". RM4^ISl*-'^>4c^<giar;W='f;P«, iitfglgci*- 

M:^^yj,j^i^m. mmm^fcii.mmmi^Lx\>^xi, 

TfU^Jum. 2.2,2- hUr';P:tnx^;l.S, ^SScl*^ 
2.2- h 'J :7;pJi-axf-;uacoJ»^tc(i7K^lS^^/^{4^ 



%^{c{47j<SM^5:« L . R« {4M«ffcl*^^>3(7)<mT;P 
1 6 ] R3 AJ*^Ml^W«^<orn esJ-ySiaJ 



(4) ^2 00 1-55367 (P2001~54,A) 



T)V^)V^, 2.2.2- hU7;U:tnx^yUa, S&mXt^ 

o 



o 



r;P^;l«. 2.2.2- hU7;P::!-oX'^;ua, i>tSai*» 



>'V--i.ii5iiivse-(bS^*(ppAR) « rrf^x h . 
[It*« 1 8 3 R3A«*3gm^<7)*^corc7 e^r :^l!gI5 



(la) 



r)V^ivm. 2.2,2- hU7;l^:^aa:^;Pa. ^Scl*> 
•T) Oil 0 T'$> 2. if ^^aiiae^oam^ x -)\^y°n ^-Tfy 



*JSlfB*8<^)S^7x-;Prat^7r>'®!^#(<saT/-?-<0 

1 3 Ri*J2-;< h=jf>'7xy^>'a-C'$)i>tt 

[mim2 2 3 2-x^/l'-3-[4-^ h=Sf i-3-[N-[(4-(2 
-^h=^f>'7xydfi^):7x ^ /I') 

7x-;wrotf3j-yirc«>sff^ 1 K«<os«i7x 
-)vy'u\i^y^^$WR-(/^<mm±m^^tihim. 

[ 2 3 3 2-n-r O tr;l-3- [4-^ b ^ ^-3- [N- 

[ (4- (i-y^ h=^r>'7xy^i^)7x ^yw] y t:?;!-.' n'^ 

>f ;W 7 X -M ya b-:t Vg!T-J> S ft *JS 1 iB«!OfflM 

7 X -jvya }:;:^ymmmi^Rx/^<^m\±wm^ti^ 



(5) ffl2 001-55367 { P 2 0 0 1 - 509aA) 



[ i«*3S 2 4 ] 2-xf-;P-3-(4-^ h ^ i^-S- [N-[ (4- (3 

V X -M r D y KT'j) ?.is^ja i iea^os^ 7 x 

[ WSCS^ 2 5 J 2-n-r u t:/l-3- h i^-3- (N- 
[ (4-(3-^ h^i/7xy^j^)7x ^ f-yUJ^I^yl.yN-^: 

>f ;n 7 X ^^p] r o fsr ^KX'i) 1 wmwsk 

Ci»*«2 6 ] 2-xf-;t~3-(4-^ h^i^-3-(N-((4-(4 
- 7;W*o 7 X y v') 7 X — ^ ;i5r;WN'^-f M 

V X -71-) TO \^:^ vwx'hhm^-^ 1 is^cosm^ X 

[fl*«2 7 1 2-n-rne;^-3-(4-->< h^i^-3-(N- 
C t4-(4-7 /kJj- o7xy^S^)7x ^ W n'^ 

7 X r o b-jf ■s.ft^Ji 1 ie«£<^s^ 
7 x::^;P7-ae3r :^l!m«tisSl^^^^ai«'J±SFlJ$ir-& 

[ 2 8 ] (S)-2-xf-;l^3- (4-;< h ^ >-3- (N- 
[[4-( h U 7;P3ro><f-;W7 X— ;P];'<^;l^)>Jr/l^>'N'^:^ 
7 x-;l^)ra t?!- vg!rS>Si!i*3a 1 IB«oag!7 

[ft*Ja2 9 3 (S)-2-Xf-/k-3-[4-;< b=Sf S^-3-(N- 
( (4-7 X y ^ 3/ 7 X ^ ;W 7 x - 

;n r n yKT'S) s 1 tm.<^mmy x 

o 



[ff^Jas 0 ] (S)-2-xf-;U-3-[4-y h=3f >-3-(N- 
( [4- (2-^ h^>'7xy^i^)7x — 7U) 

/ w 7 X ~M Tu t y KT-fc s 1 f e»<o^ 

[ 3 1] (S) -2-xf-;U-3- (4-y h ^ >-3- (N- 
[ [4-(4-7;P3i-a 7 X y ^v-) 7 X -M "J-M 
>f 7 X 7-n t ?f yKTS) i. it^« l lESJiT)®^ 
7x^;i'rot5i-ye^#f<c&tf-e<o^Uiff§$itS 

2 ] (S)-n-7'Dt^yU-3-(4-y h^£^-3-(N- 

( (4-7 X y ^ v-7 X —M ^ /rJW^"^ 7 X — 

M r o fcfTi- yKT'S) s n^m i ismoam 7 x -/i^y 

3 3] (S) -n-ro l^;l'-3-(4-y h ^ v-3-(N- 
((4-(2->h^v-7xy^i^)7x -;H ^ }(;JW N'^ 
;W 7 X -y W 7°n b-^r ymX'h •l.ffi^JS 1 fS«<7)MJg 

im^ms 4 ] (S)-n-7-nbVl--3-[4-y h^i^-3-[N- 
[(4-(>;'<h^>-7xy^i^)7x — /P] y -^M ;*;w\'t 
7 X r n b-^ vB!T-S> & f»«)1 1 IES5<7)Sm 

[ 3 5 3 (S) -2-n-7°D bVP-3- (4-y h ^ ^-3- 
(N-( (4-(4- 7;l/3j-n 7 X y ^ i^) 7 X —M y /ryp 

>'N'^ ^ ;u) 7 X ro tr:t yffit'*) i. w^js i laso 

[IS*«3 6 3 HR^(le) 




OH 



(le) 



ftv^7xy=5fi^s. mmmttziimmm?:^Lx\>^xh 

o 



Tfl-^iVX. 2.2,2-hU7yP3roxf-;U«, #t*iStl*> 
<i>3c7)(KMT;UrJ^v». 7xy^i^a, ^iScl*-^>3 

aS-^L. R*{4^iSl*»^>3<0flSRT;U3dfi^SSr^ 

-y:, #/ott7t-JR^(23) 



(23) 



[ 5^:4' . Ri, . R« tiM^coii 0 ] t -iE^ (24) 



(6) ^2 001-55367 (P20 0 1-55Jf» 



Xp' H (24) «o^^;U:t^WJi^V>'^^7;M S^yji^Vv, 

->f;t«. 4-7x:i;i^2-jr^-9-y'jyyy-3-f/i^S^ 

O Q 

(25) 




C^^*. Ri. R«ai«p' {4B>r^<^0]-C^$ixS (la) 

o o 



o 




O 

^asrSt. Xp' ' (4(R)-4-'<.>'>'';p-2-^^-9-y>;>'' 

y y-3-( )um , (R) -4—f y 7-o tr;L~2-3rdE-9-v ij ^/y 



[11*383 7] HRie(27) 



(27) 



(30) 



/Um. (R)-4-7 X =.}\^2-:^^-^Y V i> J V-y- 



(7) ^2 001-55367 (P2001-5A) 



o o 





[000 11 
[0002] 



(29) 



■&!B!lfc:H!R^(7) 

(7) 

i,S:\>^^y'jfU:^^'>mimtiX'm^ixh{t^^R 



(26a) 



(la) 



^B2:StC-r SHOOT V 7 * - A ( a S« >9 (Xti ^ ) 
(Proc. Natl. Acad. Sci., 1992 , 89, 4653). ^<?)F*]PP 

AR a immmcr,m^tm(7)^^ ^iFFSi^wiii^t:^^ t-cfc 

0 , #{CJFFIIit^l3V>T«l^3^*^'i2*^<oix(Endocrinolog 

y. 1995. 137. 354), mjm<r>itm'mmmwim{zmm 
i4iii®«ofti«t:iig3i-r -s. r.-K u ^^ae (ai . ai i . ci i o jg 

fE^iO%3SSrIE^m{cSiJ®LTU?>. PPAR/3{i»^fla 
^jii-C'«PPAR;3<7)±il6m«fc-:?<'^T(i^BjT-S>S . PP 




(8) ^2 001-55367 (P20 0 1-5>A) 



LTV^SU.Lipid.Res. ,1996.37,907). ClO^tCPPARcO 
[ 0 0 0 3 1 X. PPARacoy ^T^ h-7'^:^im^iz 

tfzmm(.zy'j:^z b tm^^ tixa*) (j-bioi . chem. , w 

98, Z73.29577) . PPARa cTJvgtt-fb t Jfil+liW( 3 l^XxD 
10 0 0 4] t^J: OftltJfiUEJ^Smi: tT{47 

■< y^-hmmm'^^^^yim^\i}mm^tix\,^h. 
m Lx limmmm. bi«. ffF««gi«w. 
m<mmm±tix\^i>. 

[ 0 0 0 5 } i d ^j:m^<r)mmMmtm<^'wm. 
miWimf>zmt^m\m/mmMm.cr>mmt(mib k> ^ 

#i..?>i:, PPARa^(ChbC0PPARaU;<f:xFi: LTitSf 

i^x'^ tn£mbxmmm^j:^A~xMzxhsii'PSin 
-^mt Lx<7)\mmm^tm^ti^. 

[0006] 

[Se*<^«tWl PPARa<OU;<r>' Hi: LTPPARa tJ^f -5 

LTB4tfOfl!>(Ci^ h o-AP-450(C i ^gg^bSr:^- tT± t 
SHETE(t Hudfi^x^ 3Hfxh7i>'K)l¥OX^ 
y^f !»l:8-HETE, 8-HEPE^*«#&§ilTV>5(Proc. 
Natl. Acad. Sci., 1997, 94, 312). L*»t 

mmtLxm^hZbliX'^^\,y. 
[0007] -:fT. *iR&H3oBm7 x-;i^rae^yg! 

ffllS^g3S-^098/28254^ ( 5 7 r*^^^) 
(C. -JK3*:(A) 

Ai-Y2-X'»-W»-CH2-CH-CO^* 
(A) 



( ^'P. A' {±a^»Sr*- t-C V^T t ^V%T 'J -/l«X<4 

mi:^i.x\>^xh]S:\^i-yi^uym.^yoym.^y)^ 
-fum. <yX-< v^^Y-jmxiiKyYM ^^y^. 

m^muxmmmm^ximmm'^imU'tLxfi^ti 
ffia^$r^r LT v^r t ^v^^aiA>f>8<7)r;u=^;pa> 
Tyji'^jumxiiTv -fm^m-t)X'm^tih'it-^ 

^■^<mmv^HZ/;)l'^^-}U^T S. 

!t?!i*<t hPPARafe-g-vgtt.Sg^i:JStt^f^fflSrWr4C:i: 

[0008] nmm'i^mRx/mmi&Ti^m^^-thT 

ot^yig^Wsi: L-Cffllll^#-^8/07699-t ( B 




(B) 

t , R« {i:*«Mi^X{4R9 1 il^ t T -ffi^-^^Jg^ t 
T V t .a < > RT {4;<? r ^ 

t. R9 {iTkses^. r/U'f;!^. nv^^i^^ 

m^m-)X'm^ixhit-^iim^^ixx\^h. 

0 , *>^cc:ix'i»i7)^b^*^'t hPPARaig-^?S1±. «k¥vS14 

[ 0 0 0 9 ] 3 h Ux^S^fiisf^f^ffl^Wr^* 
LT^ga!»iM^$8Ha63-91354-^ 



(9) ^2 001-55367 (P2001-5 ffm 



L— (CHj)iii— o— ^^^^-X-^^-(CH^n-COOH 

OR 



(C) 



!i^timmi)m^j: O .tfcZixt:><Dit-^t-i:. hPPARa 
R' O 



(W><^oR3 



;^dr;^». r y ;{r>'i'4<^ i^ji-m. q .6 7';^3 ^ 

;Ko-6 r;u=3r;i^a> C0.4 tji^^j\^t s yCo-gT/u^^PS. 
i^)VT 5 y Co- 6 T;P#;u«. c, . 4 r;P n ^ m:o - e 




^ R3 c, -6 ryi'^yuaxjir u -;i^c, . , 0 

r;PdE-;pa L. XtilrSH^ . eSUlS^'. SOS. sOjS. c 

OK. NR« COK . CDNR« S. CHi^ , CH=CHK . NR« CSSSr* L. Y 
a. C4.8 s/'^'DT/U^fyl^. T y Co-3 T;U=^7UT 

y -^/uco - 3 Tiv^)vm. Co -3 T;udf y -;uCo-3 r;i^ 
=^f -'i^;*-'p^-/wa. Co - 3 r;w^;i^r y -;pCo - 3 riv^)V 
i))Vif^^ V- r s HS. Co- 3 r /i-^/PT y -y^;^■df -3 

r;Udf ypa. CONHS. NHCOaXfi (CH2 ) m-O- (CHz ) n£ (ffl 

Z{iNR4 R^a ( ffl R« i: R5 o X 

. Ci - 6 r ;p^;pa. r y -;uc, - 1 0 Tjv^^ivmx- 
r;l^^;us<iiia^«ic,.4T;i'3=^v'a. ;^;w;K^>-c 
o-sT^W^r/l*. b h'a^v/l^.y\o>-'yiI^X{iS^. 
B!SSl«IIJ: Oatl?$ix^l-3co'v-foJE^Sr-^tf4-9 
PiStfO*fiX«b'i^:;'oli-C'»^Sil-Ci.^Tt^V^) X 
{iB8S«5r * LT V t> ft V ^^r- i^VaS: ) T'* 

y SS-it^-r-^tf r 5 / iS^«(*T'S> i. c: i: ^>*lfeHJ<0 

Ra iS^vStt. Ugair^SIS^kf^ffl?: W-ri. ^: i: {4iE^$aT 

[00111 PPARa^tiJf^fflSr|g^LTV^-g.!«fmcraL 
Ttt. PPARa2tyi>PARrf«6f^ffl^*-rS'ft-^i: Lf 
ll^^^#-^97/25042-^ ( X 5 ^b'— f-v A 

m^-m.) -«i5Si (E) 



OH 



(i^t^s. RM42-^yX:t^-ifVy;l.aX(42-tf y i^VP*?: 
« t . R" h ^ f-;U»X{4 h y 7 /PjT ^;l^a 

P'itO.StCbhPPARafS^Jglt, te^tt-ftf^fflSriS- 



(E) 

[0012] PPARaf^ttf^fflSr^-rS-fk-^i: LTffll^ 
tc, HRse (F) 



(10) B2 001-55367 ( P 2 0 0 1 - 5i-lA) 




[00 14] 



[0013] tz, B^-h^^ma-^^d) 



O R' 




(1) 



i,ftv>7x::i;i^. mm.Witfzii.mi^mi^Lx\,^xt 

»$r^L. R3{iR2*«^Scl*»4>4c7)^£Slr;^dr;^». 2, 
2.2- h U 7;U:i-ox^;PSc7)j^jc{j7KfgM^^:'::{i*>e 

iST;P^;Pf-5j-S, 7x-/l^^:ta, '<.y>'';U^:t«i7) 
[0015] *%B«tCt3(t^-®S«:(l)T'«§n^'fb-^ 

^<^^m.i,immcohcox'$>':>x . ^m^mx.i,iTJu/;'j 

[0 0 1 6] ^^mzi3»i,~m^a)X'm^ti 
m.-^ii-r^xz<D^(7)mmi^iz'^tti?,h^x'h 



[0017] ^mm^mi±wmmi'^^izx o 

mm-t& ^' n V h :J^5 7 ^ -<o*&tc i D tSJSt-S vi t 
[0018] ^i^Bjio-iajtd) tcfcv ^x . ^smm*^ 

^>4<0<S»r;W^/l^j i:{4, ;<^;u. xf-yu. rat 
^T^l^ndfi^Sj tii. ?<h^'>. xh^^-. >fvya 

••/mm^. msm.^. mmm.^. 3^mm.^i^mifhix 

^*L--CV^Ti>^V^7x::i;l«. iSMM^ /ctiS^SS: 
^•L■CV^Tt,m^7xy^i^a, *iam*/c{4S^»5: 

[0019] 2|s:»HB<7)-fb-&!i%{4<?iJ;itfOT«o:^Slca: 0 
m^?>:iti3<X'ti>U^-J>^ 1). 



(11) 32 001-55367 <P2001-5 +A) 



o o 



HO 



(4) 



(lb) 



Xdf-A l-^^rt>*>. HfeSIdb) 



(lb) 



or' 




I" 



(?) 



ttigRjSJX<iHorner-EimiionsRJEG;IS— XS) ZtizX'O 
-&B£$ixS-HKiC(3) 




[^ttJ, R2' ,R*,R5<iB>r^coao)-r'^§ii.i.'fk-^$- 

o 



HO 



OR' 



(J) 




(4) 



iC-«l5»: (7) 



(12) 82 001-55367 (P20 0 1-5XA) 




[00 20] XSC0WittigSf5X<iHomer-Einiiions 

50'CtCT . »jitCt±0X:*»(o50-CtCTIIMf -2) CI t ifiX' 

^0?tii>+'*#E98. lkPa*>(^491kPa-CSIiftt- S i: 
[0022] mE.JMcom^^mit:fjJU:f^^>^JUmi^ 

^XbLxmtliAimiti-hV^J^coXo^T/Ui!; 



t^<r>ttX'Rm^ffdm^l,zlim^t^^uy. ^n}3it^ 
jDSiJc^^ftETXIi^N^^tTSIii-r I. ^ i: *<-C-§ S . fifr^ 

t LXimtiiTm^ti- h y ^j^<dx o ts:r)Vi] y ^« 
t-y h yx^;i^r s ^<7)<t a ^*«i^«*^*{f 

/K N-bHadfS^X:J'i^i^-f 5HJ?»3,4-v^bHo-3-t 

H 1^-4-^^ y-1 , 2, Jr'<^yV h y r w*(f ^ 

ixS. RiSiaSi: LTtl-20*C3!;><^100*C{CT, iMtCti 

(yc*» <c> sorter iissrs c h h^t^ s , 
[0023] mmTMcomyii^mKmi,tT;u/j vit^n- 

TXiT 9 i: h , r^P;* y tt^fr bbX iiTHMit 

y f-'^^A. *g?-fb-^ hv^j^. Tumit:^ y A^^^ffli.^ 

'^>iT.S. Rm^b Lxm'Ci)^^8iorct,zx. 1imi>zii 

m.^i}>h60'ci,zxmm-t^ z b *-'-c'# ?. . 
[ 0 0 2 4 ] X. —mmib)x'm^ii&it-^mii2kT<r> 
i3mic^*)-^m-ttzbi>x't^ (^'Sf-A 2) . 



(S) 



•r=5ri5^. -JSiS: (lb) [^(fs Ri. R2" . R^iSHri^tfO 



(13) 92 001-55367 ( P 2 0 0 1 - 5%''sA) 




(6) 

o. 




(«) 



^^m^Ti^m^ith (Wittig^XtiHorner-Einmons 



O o 




o 



OR" 



[0025] mEXgcOR^Eiim-XgcoRfCi: R^ct) 



(10) 



(U) 



02) 



;^=3E— A 3 



ac) 

[0026] i-^i?-^, -«t^<lc) 




OH 



(IC) 



(14) 82 001-55367 (P20 0 1-5Pi^ 



(10) 



dSStStc (Stu^JS) t^eerwein arylationSJC(S^ 




(11) 



R* H 



S/l.i>-fb^!t?!llC-«ie(13) 



(13) 



o O 





(U) 



[^4'. R'.R2' • .R^R5^iM^<oaO] -C'^^ix^-fl:-^ 

!|?jocooR5g|5t»- CR5{4H(r^<OjiO] (IS 
[0027] myVXScO^fi. *-f- baaoilTcS 

4>49ikPaTiisrr-i.c:fc3{)<-c^s. Rm^tLxm 

Zti}^X'^h. iXeOMeerwein arylation^fetiJSg®!-^^ 
'ffc^(I)^^-ailga«:*p;t ^ C i: J: oTHSfrT^ 



•CA><i>0'CiCT. iratC«-2(yC*»<c>-5*Cfcrieitf SCI 

t ii^X't- h . <?:<7)r ^ u /i^KxxT/i^t tfORjS(i:o*c*- 

iti u ^im<^T)Vii V ^smt>mi:m^^xmm-i> z 

b-ffix'^h, Kmim.tLxitmW]^^m'c\,zx . n 
miziimM<^m^w,mizxmmthzttiiX'^ h . 
[0028] m+iM<nK\iSimmiM(r>KP£it nm<r) 
-fim<<zxmmthzti)^x'^h. -m^{\6)x^^ixh 

-A4). 



(15) 92 001-55367 (P2001-5 7A) 



o 



(14) 




(16) 



(17) 



OH 



(Id) 




( 0 0 2 9 ] 0-«^(ld) 
O 



(Id) 




ii>4C0ffiiffir^l^df /L-a, 2,2,2- h 'J 7;P^oxf-;US$r 
T'S^^ttS -ft^<i-«i^ (14) 



(14) 



(22) 



(ie4' . ■ ■ • , R3 {4BUaiC7)5i 0 T-S) 0 , R^ {±^^1 ^i:m!^m<r»U-( XSMTf^ffl (Tetrahedron 

i)^hA<Dim.r}U^)l'mX'hO . mV^};<^>Vi^^))Vm tetters., 1997,^,2645;SgH — XS) ikfeiO-^^ 

O P 



(16) B2 001-55367 (P2001-5 Wm 



HO 




(16) 



(7) 



O 9 




[^tf. R2' • • .R^R^R5{±m^i^<7)aO] 
-fb^c73COOR5gi5{)i$rjD7l<^jS-r^ (SS+EXg) it 

[0030] m+-Xg<OS:iE<±, v'^' au:>t^>^ r- 



(17) 



[GOBI] m+zj:m(r>^miimzj:m<7)Kmtmm 
cr>ijmizxmm-^ztti^x'^^. m+Ej:m<7)Rmii 

m+mxncr)Kmimmxm(ORmtmm<o:fTmiz 

[00321 t;t±ie-«t^(la)T'«)l.3K^*Stt^r'ft:-& 
^-^ 5 ) . 



OH 



► 



(2) 



(19) 



(20) 



(21) 




X=Jf— A 5 



(17) B2 001-55367 (P2001-5A) 





^f*:ti-iK^(2) 



<2) 



o 



(18) 



[^4>, R2«lir^<03lOTftO. Xp{4(S)-4-^>'i^';W-2 

O OH O 




i'V Jm. (S)-4-^ y 7-a 

sfdj-H^ V ij i^y ^ (s) -4-7 X -)\^2-yf^^ 



(19) 



o o 




5-«l3e(20) 



(20) 




(7) 




[^4'. R'.R2.R«24WiHti^<O310)-C«§ixS^b-^ iSit-TI. ^ **T-$ l> . 



(18) 82 001-55367 (P20 0 1-5kA) 



[0034] m+:^m(^Rmi>mm^ h o yjvitum^ 



[ 0 0 3 5 J l^+-tXScORff?timHXS<ORJSfcR« 
[00361 m■^r)\XM<7iBmiT^VA Utt^ifrTt^ 

i^ioo'CfcT . »ai:{iox:*»<i>5ox:tcrie6fef & i i: 3&< 

Xth. 

[0037] ^fz. ±.si-m^(U)Xhh^m^^^j:it 
6) , 



(ic) 



(25) 



»► Ri 



X=^— A 6 



(26) 

o 



(la) 



(U) 



R* 



(le) 




(23) 



(19) 92 001-55367 ( P 2 0 0 1 - 5J1: A) 



Xp' — H (24) 

It^'P, Xp' liytmS^^4-^y'J/U-2-:^^^Y*Ji^ 



5-«5«(25) 




■r-iE^(23) 



(23) 



[^tf. R>, R^ R^Jifr^tfOjiO] -c^sa^-fk-^ 



m^&t L-C(i-100'C5!>^^MiatCT»ai:(i-40 
[0038] iKtCHR^GB) 



(23) 



Xp' H (24) 



[0039] m~+XScOKJS{ir;U;!? Utt^frTfll 
A.lOO'CtCT . KfmzltO'Ci)^{i>50'CI,ZXmmti>:i t 

[0040] t/v:±iB-ffi^5t(la)T-^>s5te^^s^±=6r'^l:•^ 

!|^!i{i0iJx.«f mT<o:*r* t J: -o t t sajtf S i b S 

7) , 





(27) 



0) 

o 



(30) 



o 



;^-2-^^-9- V 'J i/y y-y- ^ivm. (R) -4-'f y r o 

-2-^ U -J J >-3n^ (R) -4-7 X ^;P-2-:t 

i^v y-3— f ;^s^^o^iEa*^'(R)<o^5;^Ji- 



(28) 



(21) 82 001-55367 (P20 0 1-5%A> 



'Xp" (29) 



o 



[0041] 1^-+— Xg<7)^JE{i-r b 7t 

'j^ y r n tvi^T 5 h\ bi; A fx ( h 'J ^ f-zi-s^ 
RfESiSi:LTt±-ioo'c*>^Sia(cr. iffastcti-sonc 

SlS*- <i80*ctcmjiit- s ^ t *^-c^ S o 

[0043] ^--\-EJLn(r>Wmi:^)i'^^^>')V^^^ 
[0044] RfB14K#f*:S:fflv%/cRJiC<7)%^(^«i;, -J 

[0045] :^Jl'7nymi^cr>t.tX'K^^'ifd^l,Zl,i 



Txm^^TX'W^zMmm^mTXMi^F^Tm 
mth^tti^x'^h, 

[0046] m^mt Lxi.mui'Ji^-:^n^^i^)v^ 

5 b\ 1- (3- ( ^)\^T 5 y ) hVP] -3-X 
mf^fih . igSi: LXl,mUi7m.it-i- V U -^AcoJ: 

a ^j:r)V:^ V ^mTm^m. mm^ v a^cot/p;^? u 

ifeR^iS^, Xtib- 'J =Jy^ h D x^/l^r S y<7)X d ^ 
-S^'b Hn-3-b h' n^fW-^^V-l, 2,3-0"/ hUT 

i^>^*i^{f/t>^ts. ^jGiast LTJi-2ox;*>^>io(rc 
i-r , imizm'Ci)*h5crcizxmm-?>:L t ifix-^ 

[0047] mx+EXS<7)^{ir/l'* U tt^fl^TT' 
llSfe^S i i: ^ . T)\^i!l U 14^4: LT{i*S!-ft: 
U^'!rA, *S!^1:-^M>'>A, im^'J^'^M.bm^^ 

*»^>ioo*ctcT , i5mz\ixrcii>h^'c\,zx?mth z t 
[0048] :if^wn<^mmi\L'^<7)^H-mmt tT«±. 

(,zX:himD^^?:mifhZb fj^X'^ s . 
[0049] 

[00 5 0] immmi) 

:t>-B!X^;l^ 

r/^:f>-#H^T^CT*^-^b:^^ l>'>A(214mg, 5.35mm 
ol ) S: ibKT" h 5 b H n 7 5 ^-lOmUcjgS L*}^ L 3t . 



(22)92 001-55367 (P2001- 50^ 



M»x^;U 2-+^X7^yy^^~^(1.34g. 5.31nmol) 

Se'<.>'i^';K##M3 ; 1.44g. 5.33miiol)i:mif- hy 
t H o 7 7 y25ml (C^IA- L?ST . SSTS^Tf^iS-C 

^7 7 >f -(^tbfflE n-'^^^-y- y : i^B?x^yP=5: Iv/v) 
T L . 1 . 45g (74%) O 0-^y-J)i'it^ i^ii lV^if^~)\^ 
4-^ h^v-7x-;u)-2-x^;Ur^ 'J;UB!Xf-yPS:ilfe 

«fi:«-Wffi m/z 368(M*). 

[0051] i#^>it/i(3-'<y>'';i^5!-^i^;<?;u.t:-/i^4- 

> b^i'7x-->W)-2-x-^;Ur^' U;UBe-X.f-;K4.00g. 



10.9miiiol) $-X:$'y-;l'200mltc:^*»L, \a)Lf^y-J^Jx 

^SiJ'W'ffi in/z 280(M*): iH-NMR (400MHz, CDCI3) 

(3H, t. J = 7.3Hz). 1.18 (3H. t. J = 7.3 H 
z), 1.52-1. 59 (IH. m), 1.59-1. 70 (IH, m), 2.55-2.61 
(IH. m). 2.76 (IH, dd.J = 14.2. 6.4 Hz). 2.92 (IH. 

dd.J = 14.2. 6.4Hz). 4.03-4.12 (2H, m). 4.06 (3H. 

s), 6.97 (IH. d.J = 8.8 Hz). 7. 38 (IH.dd.J = 8.8, 
2.4 Hz), 8.00 (IH, d. J = 2.4 Hz). 

[00521 (IIJS0I2-6) mm\t nmzLxmn 

ll^l] 





0 







R* R' R° Rft»«r«(m/z) 



2 




OCH3 


3 


/1-C3H7 


OGHi 


4 


OCHs 


OCH3 


5 




OOHa 


6 


OPh 


OCHs 



[0 0 5 3] (HJfeW) 

2- x^;P-3-[4-;< h^ix-3-[N-CC4-( h U :7;U^oj<^ 
yU) 7 X — ;P j ;>( iVJ'i^-i >V\y X. —)\/) 7°o tf^ 
yl!X^;l. 

3- (3-;*;U;K^ i^-4-;^ h ^ 7 x -yW -2-xf-;ur a 
:t ^'Kx^/KS. OOg. 17.8mmol) S: IK;*; an ^' >80 
Blfc^ftlL, -10'C*»^-15X:lC?^aiL3t. OiN^ThUx 
^yUr5^(6.21nil, 44.5iMiol)SrJn;l3t. <J:{C^oo^ 
g!x^;Kl.86inl , 19.5iinnol) $rffibk>''^ QQ^ ^>-10inl 
tCjgPLjTFLJt. -10''C-C10»Jl}ff*4-( h U ^/l-Jto 
> ^)V)^>if)VT 5 X2. 51nil . 17. 811U10I ) ^ 
ox:i:?(:S^yiOmnzmmLmTLfz. -10°CT-30^J«ff 

<f:m^^7mm-i-h>j^j^x'mSiLmmLi:i, mim 



(^Hs 26B(M^ 
<^Hs »4(lyt) 
(^H, 28200 
CzKs 296(10 
CaHt 3440/} 

5rn-^df^fyi:i^i?x^;UcO?g^?§«tc-CSSfBL, 7. 
2g (93%) <r> nmt-^i*k^^t LX . lt;^77. 5 
-79.5°C; 

«JI4)-*ffi m/z 437(hf); »H-NMR (400MHz. CDCI3) 
50.91 (3H. t. J = 7.3Hz), 1.18 (3H, t, J = 7.3 H 
z), 1.51-1.69 (2H, m), 2.54-2.61 (IH, m), 2.75 (1 
H. dd.J = 13.7. 6.8 Hz). 2.92 (IH, dd.J = 13.7, 8. 
8 Hz), 3.92 (3H, s), 4.04-4.12 (2H, m), 4.73 (2H. 
d, J = 5.9 Hz). 6.89 (IH. d. J = 8.8 Hz) .7.25-7.28 
(IH. m),7.47 (21. d.J = 7.8 Hz). 7.59 (2H, d, J = 
8.3 Hz), 8.06 (IH, d, J = 2.4 Hz) . 8.30 (IH, t, 
J = 5.4 Hz). 

[0054] {mm&-m mmmtmk^zLxm 
[^] 



(23) 92 001-55367 {P20 0 1-5dA) 







o 















R* 




R« 




8 


4-CFs 


CH3 


OCH, 


C,H5 


423 




9 


A-OCHjPh 


CH, 


OCH, 




461 


on 


10 


4-OPh 


CjHs 


OCH3 


CjHs 


461 


at) 


11 


4-0CH,Ph 


CjHs 


OCH, 


C2H5 


475 


«*) 


12 


*-Fh 


CjH, 


OCH, 


GjHs 


445 


on 


13 


A^tFa 


OCH3 


OCH3 


C3H3 


439 




14 


-4-OCHjPh 


OCH3 


OCH3 


C2H5 


477 


(■*) 


15 


4-OPh 


OCH3 


OCH3 


C2H5 


463 


(■*) 


16 


4-Ph 


OCH3 


OCHa 


O2H5 


447 


an 


17 


4-OOHs 


OCHs 


OCHs 


O2H5 


401 


an 


18 


4-CF3 


OCjHs 


OCH3 


C2H5 


453 


ot> 


19 


4-CF3 


OPh 


OCH, 




437 


on 



[0 0 5 5] (mmmzo) 

2-xf-;U-3-[4-;^ h=^i^-3-[N-([4-( h D ^yUTfa^f- 

2-x^;P-3-(4-;^ h=if >-3-[N-[[4-( h V y)V:^nyi^ 

yg?x^;K1.26g, 2.88iiiinol:||S6^J7) irx^'y-zP 
15ml , llnol/l7K^-^b■:^ h U '^ATKJMSml 5:?!-^ L , 50 
"C-C'4B#raj«tmR;E?g&MffiTiiiBiL/i. 

®Lfet*ifigx^yufcTl®feau, «ifer^i;XA*efB<o 

^it^^\.2eg (95%) #7^^. 
ilLfiSC144.5-146.5'C; «M^i-t»fffl m/z 409(M*); 
7C«**fffi C21H22F3NO4 (409.40): 



H-»ffl C. 61.61: H. 5.42; N, 3.42. 
Hailffl C, 61.48; H, 5.40; N, 3.41.; 
•H-NMR (400MHz, CDCI3) .50.96 (3H. t, J = 7.3 H 
z). 1.53-1.72 (2H. n), 2.59-2.66 (IH. m). 2.77 (IH. 
dd.J = 13.7. 6.8 Hz), 2.96 (IH. dd,J = 13.7,8.3 H 
z). 3.92 (3H. s), 4.73 (2H, d. J = 5.9 Hz). 6.90 
(IH, d, J = 8.3 Hz). 7.29 (IH. dd.J = 8.3. 2.4 H 
z), 7.47 (2H, d, J = 8.3 Hz), 7.59 (2H, d,J = 7.8 
Hz), 8.08 (IH. d. J = 2.4 Hz) . 8.32 (IH. t. J = 
5.9 Hz). 

[0056] ( ^m21 -31 ) 1^*609204: |BI«l= Lt ^ 
[^] 



(24) 92 001-55367 (P20 0 1-5TA) 







r' 


R* 


■tscc ) 








21 


4-0CH,Ph 


CM 


OCH, 


127.0-127.5 


C.M.IO5 


tfllfl;C 72.46. 
XflflsC 72.30. 


H 6.63. 
H 6.55. 


N 3.13 
N 3.14 


22 


4-Ph 


CM 


OGH3 


1S8.&-158.6 




tMlfl;C 74.80. 


H 6.52. 
H 6.63. 


N 3.35 
N 3.34 


2S 


4-OPh 


QiHo 


OCH3 


127.0-128.0 




tMK«;C 72.04. 
X«tt;C 71.88. 


H 6. 28. 
H 6.31. 


N 3. 23 
H 3.21 


24 


4-CF, 


OCH, 


OCH, 


161.0-163.0 


«W««FaN05 


Hlltt;C 58.39. 
ftflii;c 58.36. 


H 4.90. 
H 4.82. 


n 3.40 
N 3.48 


25 


4-0GH,Ph 


OCH, 


OCH, 


136.0-'13a0 




tMra:C 69.47. 
HflttsO 69.38. 


H 6.05. 
H 8.09. 


N 3.12 
N 3.16 


26 


4-Pfi 


OCH, 


OCH, 


176.0-178.0 


OuHta»» 


nnm ;o 71.53. 
mmm ;c 71.56. 


H 6.01. 
H 6. 15. 


R 3.34 
R 3.36 


27 


4-CWi 


OCH, 


OCH, 


137.&-1S8.0 


CuHts»« 


fff Utt : 0 66. 95. 
; C 68. 74. 


H 5.79. 
H 5.80. 


R 3. 22 
R 3.23 


28 


4-OCH, 


OCH, 


OCH, 


128.5-128.5 




; C 64. 33. 
Hflfi; C 64.22. 


H 6.21. 
H 6.22. 


R 3.75 
R 3.78 


28 


4-CSF, 




OCH3 


146. 0-1 4&0 


C„H,,F,II08 


tt-jr{i;C 59.29. 
XM; C 59.04. 


H 5.21. 
H 5. 10. 


R 3.29 
R 3.33 


30 


4-CF, 


CH, 


OCHa 


155.0-156.0 


C^<f,N04 


tf JTifi ; C 60. 76. 

XMjC 6a77. 


H 5. 10. 
H 5. 12. 


R 3.64 
H 3.57 


31 


4-CF. 


CPh 


OCHa 


141.5-143.0 


Cull»F,liO0 


ffMta; 0 63.42. 
XiNttsC 63.25. 


H 4.68. 
H 4. 70, 


R 2.98 
H 2.93 



[0 0 5 7] (##^J1) 

ii>*D [pIJi.tt'E.J.Wayne^, J. Chem. soc. 1022 (19 
22)] <?D5-;^;U-5;U-2-;^h^x^*SB!(4.05g. 22.5m 
ol) Sr 'J^ aa^i$^ ymi izi^M LtK?^ Lti , mnT h 
!;i^;PrS>'(7.94ml, %.2sm>l)^iUX.fc. iJCtC^O 
D^X^/K2.44ml, M.SmmD^tatVyytfm^A- 
(hVy/i-yt-a^i-juy^yi^/UTS.y O.Slmi, 22.5niiD 

m*.-i^mm m/z 337 (m*). 
[00 58 J (.mmm2) 

2-^ N^i^-3-[4-^ h^x-3-(N-([4-(H>7;P:to;< 

2-( j^'x b i^:t^;Kiti >J ;W)-2-;< h ^ >'Wmx.^M265m 
g. 1.10mniol)$:)i^7K-fb5t h'0 7 5>-3mUCjg«>L, 

T)\^^ymmmx'7if.<^imT^ 0 ^j^t-yh^i^ k (123 

mg, 1 . lOnmol ) ^iJUt^O^tm . JJCfcN-t (4- ( h U 7 
a;>< 7 X ^ f-zP] -5-d^;P 5 ;i^2-;< h ^ 
i^'^i^XrS h'(338mg. l.OOnanol) SrffiiTKxh^tHn 

y7y2mnzmi}>LMttz. mmzxmfSimfLfzmK 
fz, m'smi:>'V/;y)\^^a-7hy^y ^-mtam n- 



's^-9->' : »Kxf-;l^=3:lv/v)tCT«$8L. 330ing(78%) 

<D^it-^m {zMm^izmr^mmmmi>^<r)m.^) 

^m&^^HkLxntz, 

«i^*fffl m/z 423 (M*). 

[00 5 91 (mmm33) 

2-A V^^y-^-{^-y»^ h^i^-3-tN-[C4-(H>7;P^a.X 

^/w) y3^—)V\A &iV\ ti >f 7 X -^i^] r o 

:t:^lgx^;l. 

2-;^ h^i^-3-(4-^ h^i^-3-(N-((4-( h U ^/pjfo^ 

/UgSXf-;K150ing, 0.354iiunol) , XrJ'y— ;l^2.5inlS.t/^ 
xh7bK079>^.5nil^a^L., lOX/^v i^'-^ Affile 

■/gitK(30mg) ^jni. . mmzx7.^m^&7i<mmM^ 
n-ofz, RiSif^T^mm^^mv. ^m^mmLxiASm 

^A-i^^m m/z 425 (M^) 
[006 0] (##0IJ2) 
2-^ h ^ h O-N- C C 4- ( h'J 7 O.X 7 x 

=.M:>t'f-M^yXr^}i 

[t?lJx.(fDe. Paulis<9. J. Med. Chem. 1022 (1 
922)] <r>2->< ha^-&#S?(9.00g,45.7mmo 
l)S:i^'^'oo;«<:J'y450iDUcJ§»L. hUxf-;Pr5V 
(8.11ml,58.4miDol). i7oo^S?Xf-;K4.70mI,49.3miiio 
l)i:mx.mUi,ZX45i^tmLfz. mZ4-hV 7;l^:tap< 
f-zKyv'/l^TS :^(9.59g,54.8innol) Sr^jST L30^Sia 



(25) B2 001-55367 ( P 2 0 0 1 - 5U$SA) 



3gt:ntc, •&fH4.6g (91%) 

®4^*fffi m/z 354(M*):^H^mR (400MHz, CDCI3) d 
4.09 (3H, s). 4.75 (2H. d.J = 5.9 Hz), 7.11 (IH, 
d,J = 8.8 Hz). 7.47 (2H. d, J = 7.8 Hz), 7.61(2H, 
d. J = 7.8 Hz), 8.05 (IH, br s), 8.36 (IH, dd. J = 
8.8. 3.0 Hz). 9.12 (IH. d. J = 3.0 Hz). 

[006 1] (.mrnmiA) 

5-T^y-2-^ h^x-N-[[4-(h U 7/P^o>^;U)7x 

2-p< h ^ i^-^- h n-N-( (4- ( Ml 7;l'3j-n;< y x 
-lU]?(^JU]^yXTS. H(14.6g,41.2mmol)tPKXf- 
;H46ml L , lO^VN-^ AfflJtvStt* (2. 6g) f: 

^/]^<Dm.-^mm(>zxMm^BL, i2.4g(93%)co«ffl-fb-^ 

«»^*fffl m/z 324(M*);iH-NMR (400MHz, (DClj) d 
3.87 {3H, s), 4.72 (2H, d.J = 5.9 Hz). 6.80 (IH, d 
d.J = 8.8, 3.0 Hz). 6.83 (IH. d. J = 8.8 Hz). 7.46 

(2H, d, J = 7.8 Hz), 7.59 (3H, m), 8.43 (IH. br 
s). 

[0 0 6 2] mmm35) 

2-:ro^-3-[4-.?< h^>--3-[N-[[4-( b U 7;U:tn^f- 

5-r 5 y-2-;< h^>'-N-([(4-h U ^/l^jj-aj^f-;!^) 7x 

~)l')^'f-JU]^yXT$. H(7.00g.21.6minol), T-tVy 
85iDmi;f^:J'/-y^34inl2:?I-^L*}^L/i. l«i*T47% 
mi\^mmn.5al. Sffii?:^h'J'^^J!.(1.65g,23.9iiiii» 
1). *6.2mlS-3D;ll0^i-J«t#L7t. (XizMU^zXT^ V 
;l^Kx^;K13.4inl,128inniol). K-ft^(I) (416mg.2.91imii 

oi) mttz. 3 o^mmmmmm7i<.m-r h v '^a* 



it. 

«*:})-*fffi m/z 469(M»);'H-NMR (400MHz, CDCI3) 8 
1.21-1.26 (6H. m). 2.61-2.67 (2H, ni),2.96(lH. dd,J 

= 14.2, 6.8 Hz), 3.18 (IH, dd,J = 14.2, 9.3Hz), 
3.53 (IH. dd,J = 9.3, 6.8 Hz), 3.93 (3H, s), 4.10- 
4.19 (2H, m), 4.73 (2H. d. J = 5.9Hz), 6.91 (IH, 
d. J = 8.3 Hz), 7.32 (IH. dd. J = 8.3.2.4 Hz). 7.4 
7 (2H, d. J = 7.8 Hz) , 7.59 (2H, d. J = 7.8 Hz), 
8.11 (lH,d, J = 2.4Hz), 8.30 (IH, br s). 

[0 06 3] (mm36) 

2-X^y|/^?r-3-[4-^ h^;^-3-[N-[[4-( h I) 7;U:to 
;< y X — ji^MA )VJ >f 7 x —M ro 
br:t>-^xf-;u 

2-7'a*-3-(4-^ h^>^-3-[N-[[4-(M; 7;l':to^f- 

)V) y X N*^: 4 My 3: -M r o tr^f 

:^itx^;W (1 . OOg, 2. OSminol ; HSfim) , X rJ' y -;P56m 
IS-M-^U. iSifT-^hy'>Af-3l-Xh=3e-i^H(268mg,2. 
55nimol)$:Jni.l.5B§raj|]afeSBStJt, RfE?S$riiffit* 
^jDxi^®!X^;I^-C'jfiaiL5t, }fitB?S{SISfn:ftS*-CiJfe 

i^^)ny)Vi'zi-7V^yy ^-m^w. n-'-.^^y-.m 

S!X^;l/=2 : 1 v/v) tCT «S L , 3 . 4g (43%) «0^-ffc-^ 

®»^*f« m/z 324(M»):»H-NMR .(400MHz, CDCI3) d 
3.87 (3H, s), 4.72 (2H, d.J = 5.9 Hz). 6.80 (IH, d 
d,J = 8.8, 3.0 Hz), 6.83 (IH, d, J = 8.8 Hz). 7.46 

(2H. d, J = 7.8 Hz), 7.59 (3H. m), 8.43 (IH. br 
s). 

[0064] ( mmm-^) mmmt nmz Lxm 

[«4] 









R* 


R^ 


wm»«m (m/z) 


37 


4-CF3 


SPh 


004, 


C2H5 


517 (II*) 


38 


4-CF3 


8CH2PI1 


OCH3 


CcHs 


531 (■*) 



[0 0 6 5] {mmm39-4i) mmmotmmizLxm [^51 



(26) B2 00 1-55367 (P200 1-5U-f« 







R« 


R* 










89 


4-CF, 


8C,H, 


OCH, 


155.0-157.0 


G»HbF,H04S 


t|-|llt:C 57.13. H 5.02. 
Sfltt ; G 56. 79. H 4. 89. 


N 3. 17 
N 3.15 


40 


4-CF, 


SPh 


OCH, 


ISO. 0-131.5 


CmH2,F^43 


KM : 0 61.34. H4.53. 
ntt; 0 61.08, H4.45, 


N 2.88 
N 2.62 


41 


4-CF, 


SCHjPh 


OGH, 


Foam 


C„H„F^4S 


thM: 0 62.02. H4.B0. 
SM;0 62.39. H 5.03. 


N 2.78 
N 2.72 



[00 66] (##0113) 

5-;^;^5;^-2-;>< h^>'^MMmi.76s.9.T7maol) ^ 
Vv-VUroS H (1.26ml, 10. 3iiiii»l). KBS**;^? U '^.^ 
(2.94g,29.3^Illlol)S,f^,N-i^'.Xf•;^;^;^AT5 H40id1 Sr 

m/z 270(M*);M^ SS-S-Sg-S^C. 
5-;^yU SyU~2-;< b ^i^gcJ.SKOv-VKl. 10g,4. OTiran 
oDt^^y -;P30ml S- L . ^J^^T^KfR-fb* 
m-thO^yj^ {155m A. 10mol)^:'J'-m-r^Mx.ti. ym 

f^^Klffi®?-^ h U '^Am^ tigffi L . 1. llg(99!!;) C05- 
t Ko^i/;<f-;U-2-;^ h^i^^MMM^yi^'fU^nt: 

fz) , i>:ic5-t h'ndf>'P<^;i^2-.xhdf£^S,i.#B?^ 

Vv-VUt^-fC^f-U-VlOOmlSrig^L, *?^f#Tey 
>''>'(660inl ,8. 16iiiiDol)aiXil?KB^K(460ml ,4.88nimol) , 
N. N-i;*;?* ^/UT 5 y y i^'y (25ing.0. 205iiuiiol ) ^JD t — 

L^t^tgi^L. 1.27g(99%)<7)^^t-gr!|ij?r|S|fejS^^!|^i: 

Wi^W m/z 314(M*);iH-NMR (400MHz, CDCI3) 5 
2.08 (3H. s), 3.91 (3H, s), 5.03 (2H, s) , 5.35 (2 
H. s). 6.97 (IH. d. J = 8.3 Hz). 7.31-7.50 (6H. 
m), 7.83 (IH, d. J = 2.4 Hz). 
COO 671 (IIMW2) 

y-i^'^yj^JU:^^ >-j»;l^;K-;P-4-.X h y 7 x-;W)- 
2, 2-i^'> f-;uro b-jf >-gg;< 

5-r-fe h^>-p<f-/P-2-;< h^i^^MMm^yi^'MbdOiii 
g.2.00iiimol), j<^Jl'h *J :<-f-/Ui^\) /U>'^^/\^'irr-y 



r-fe:?-;K730mg,4.02miiiol). ^&^^j(^Uy25ml^ 
ll^ LT/Urf :^#H^TjaJg3gBrv^^^>i^'? A (45mg.O. 

202nunol)$rjDx6^raMiaMf#L/c:. Rfi5?g$r*. f&W 

: »Srx^;P=8:lv/v)fcT«S8L, 13lBg(18%)<0« 

m/z 356(lt);iH-NMR (400MHz, CDCI3) S 
1.16 (6H, s), 2.79 (2H. s), 3.56 (3H, s). 3.88 (3 

H, s), 5.33 (2H. s). 6.88 (IH, d, J = 8.8 Hz). 7.2 
0 (IH, dd, J = 8.3, 2.4 Hz), 7.30-7.47 (5H. m), 7. 
56 (IH. d, J = 2.4 Hz). 

[0 0 68] mmm^) 

u\^:tyWt:<'f-fl' 

3- O-^yJjU:^ ^ l^i])Vif'.-)V-\-y>- V^l^y j. - 
2. 2->'V f-;Ur o ym:< ^fl- (SlOmg, 0. 870iiimol ) 
XrJ'y-yUfcxh^b ]itiyyy<7)l:l<7)ltc^m.^mm 

muzmij^L. m^^y i^^j^tmwm(20i»&) ^jpisn* 

?g$r«^tr290iiig(90%)«O«®-fb-^Sr*lfe?ft4«!t?!lt L 

^Jl#*fffl m/z 266(M^);iH-NMR (400MHz, CDCI3) 5 

I. 18 (6H. s). 2.85 (2H. s). 3.68 (3H. s). 4.06 (3 
H. s), 6.96 (IH. d.J = 8.3 Hz). 7.31 (IH. dd.J = 
8.3. 2.0 Hz), 7.94(1H, d. J = 2.0 Hz) , 10.46-11.0 
0 (IH, br s). 

[006 9] {mmmm 

3-[4-;>< i^-3-tN- [ [4-( h U y/U:t\:3M 7 x - 
y x— ;i^l-2,2-i^^^f-;uyn 

y^:^ym:^^)V 

3-(3-?!r;U7K^v'-4-^ V^i^y 3^~)V)-2,2—Jyi^)Vy 
Ob:t>'l!^f-/K204nig, 0.766mmol), hUxf-;PrS 
y(135ml. 0.969nimol). :5'on^Kxf-/K82.0ml. 0.8 
43nmol) , 4-( h U y)V:^u:>i^ii-)'^yi^}VT^y(r2aisi 



(27) 92 001-55367 ( P 2 0 0 1 - 50-TA) 



1. 0.842Illmol)Sl^B^*£^:;'aop<^'^'8^ll5:fflV^, 
mtmm<^»i^i'ifoZti,zX*). 309ing(95%)cO«S 

MM^VrM m/z 423(M*): 'H-NMR (400MHz. CDCI3) 
51.18 (6H. s). 2.85 (2H. s).3.69 (3H, s), 3.92 (3 
H. s), 4.73 (2H. d. J = 5.9 Hz). 6.89 <1H. d.J = 
8.3 Hz), 7.20 (IH, dd, J = 8.3, 2.4 Hz), 7.47 (2H. 

d.J = 7.8 Hz). 7.59 (2H. d. J = 7.8 Hz). 7.99 (1 
H, d, J = 2.4 Hz) , 8.29 (IH. br s). 

[00 7 0] (||Jfi«?lj45) 

3- [4-^ h ^ f N-[ [4- ( h'J :7;l'?f n ;< 7 X - 

3-(4-->< h=Sfi^-3-(N-((4-(Mi7;P3ra^-?-;l^):7x- 

e;j-:^SE;<^;K300iiig. O.7O8iimiol;|IM0lJ47). x^y 

(5ml). 10S:*BS'fl:r)-M;t'A*^ (2ml) 
V^, ||*feCT22i:lH|«<7)^f^SrtfV'206nig (90%) 
a^O^S^I:-^Sr^#^. Bl;£C151.0~152.0°C; 
«»*«fffi m/z 409(M*): 

jm-a^mm c^iH^zf^m, (409.40): 

thStffl C, 61.61; H, 5.42; N, 3.42. 

mmm c. 61.68; h. 5.45; n. 3.48.; 

iH-NMR (400MHz, DMSO-dg) ^1-06 (6H, s), 2.96 (2 
H, s).3.88 (3H, s). 4.56 (2H. d, J = 6.4 Hz), 7.06 

(IH, d, J = 8.8 Hz), 7.25 (IH, dd, J = 8.8,2.4 H 
z). 7.51-7.58 (2H, m), 7.70 (IH, d, J = 7.8 Hz), 
8.80 (IH. t, J = 5.9 Hz) . 12.24 (IH, s). 

[00 7 1) (##M4) 

(S) -4-^ y i^)V--i-y'^ u 1) v-V y 

{S)-A-^y=JjV-2-it^^V^} ^-V >■ (2.26g. IS.Onunol) 
i:ffibkxh7bHo7 5>-30ml$:vI-^L, T;l^d">'#H 
%T-n'C\.zn& Lfz , JifPTl. 6mol/I <7)n-y U ^ 
AiO^^^f (10. 3ml . 16. 5mmol ) 5rlO^JjUi*>Jt 

■CWTL, -eo^tso^Jt^L^. »:ty^D/i'^?6 

y h'(1.56ml.l5.0mmol)S:ffibKxb7b Hn77>'30ml 
L10^J-IJiLh*»{tTSST L30^J-J^^atT3iBf 

-(j§ai?S n-'-^^Hf>' : Bti?xf-;l^l:lv/v)t:-C»S 
3.64g(98%)cO^-fti-^^*tfejft4^^hUT#!t. 
m/z 247 (M*). 

[0 0 7 2] mmmf>) 

(+)-2-x^;l~3-[4-.X h^-/-3-[N-{[4-( h 'J 7;W:^P 

(S)-4-'<y i^'/1^3-7'f - 'J ;W-2-Jr^^f V U J^V >'(1.65 
g,6.68mmol) ^mM.i^'f-VyTlmi^zmt^V. TlVdl 



>'#fflmT-74ri3}^ait7t. h 'JX^/WTS^-d-llm 
l.8.02miDol)SrjD;e./::&l.0mol/lcOi^'7'f-yW.1<'J/l^ h U 
7 9— KO«-ft>< f-W Vj§?K(7. 35ml . 7. 35mmol ) S- 15^ 
*^{tTjgTL50^}t«it^>:. <>:{C7K?&TT'50^«fli«-7 

5x:tc:{^ait/i. »:^c5-;^;^ 5/1^2-^ h^i^^.&#sr'<. 

y v=;Kl . 81g. 6. eSmmol) S:K*ia-fk^ f-U 1^56. SmltCit 
*»L204i-*»ttT?STL3t, -75'Cl;T1.5«fH}«*m7K?^ 
T2K!fraJS# t/S . y-;P30ml . U i^Kig«?Sl6.7m 
l&l/^30XjiK^bK«*7.3ml i O^.&S-^MSrUni.MtcO 

7 ^ -(^tBfK n-'v.4f-*^y : PS!Xf-;1^3:2v/v) 

T «S L , 1 . 36g (39%) CO (4S) -3- (3- (3-'<. V 'J)Vi^ ^ '> 
i])VT^-.=:.)V-\-y^ hdf i^7xx;U)-2-Xf-;W-3-t Kodf- 

m/z 518(M+1)*. 
mz ('K)-3-(3- O-^yi^/i^:^^ i^/i/VTii-JU-4-:< h # 
>^7 X— /l')-2-xf-;l/-3-b H i^r n tf:t— ;l']-4- 
^yj^';W-2-3^-^^fV'J i^y y(1.35g,2.61mmol) thO 
7yt':tupi!22ml«:*?^TiS-&t, h.'Jx^yUv-^y 
(3.95ml ,26.1mmol) ?:5:Ji'*»ft'CJai.^. *}^Tl^faI 
Jiff t<i^tc^aT'4Bra}«f#L:t« RiEiS^Srig^L, « 
@^Sr0.5iiiol/l7kK'fl:-:h h 'J M.7mW.^izm^\ mm 
xf-;UT-«fc?f L7t. TKJlSrKtti: LiS-fb^f-L-VftHit 

T'l^ Lii8l t Tl . 34g<7)fflS<0 (4S) -3-(3- (3-;:/;W5l<^ 
j^-4-^ h ^ i^7 X —JU) -2-Xf-;l'r O e^:::.;l') -4-^ 
yi/;P-2-3}-^^fV'J i'VySrSlffeJS^iBJi: LTt#3t. 
c: sO'fti-^tiJiHtcffS-r i; ^ < iX^oKJiBtcfflv^Tt . 
ffii^<:7) (4S) -3- [3- (3-;<? i^-A-^ h ^ 7 x -;^) - 

2-xf-;pr n tr:t-;i')-4-'<.y i^*;p-2-:^^-9-V U J^V 

>'(1.34g), h ';xf-;UT5 y(435ml.3.13mmol). :70 
n^Kxf-;K275inl.2.87mmol), 4-( M> 7;^^D^•f- 
;^) y v-'/l^r S >- (686mg. 3 . 92mmol ) RX/mt^ f - 1^ y 3 
3ml$rfflV\ ^Wi:lBl«W*lf^S:^fac:i:lCJ:D860m 
g (58%) £7) (4S) -3- (2-x f-;W-3- (4-;< h ^ i^-3- (N- [ (4- 
( h K 7/l^^a;<^;W 7 X— ;^)p<f•-'^];<?/^>'^'^:'f 

7 X -fl'] rn t Ji-ri;|/] -4-<y i'*;P-2-:t V 0 v'V 

K*^*tffi m/z 568(M*); iH-NMR (400MHz, CDCI3) 
50.98 (3H, t, J = 7.3Hz), 1.58-1.65 (IH, m), 1.80 
-1.87 (IH. m). 2.71 (IH, dd,J = 13.2, 9.8 Hz). 2.7 

8 (IH. dd.J = 13.2, 6.4 Hz). 3.00 (IH. dd.J = 13. 
7. 8.3 Hz). 3.30(1H, dd.J = 13.7, 2.9 Hz), 3.92 (3 
H, s), 3.98-4.07 (3H, m), 4.61-4.67 (IH, m), 4.71 
(2H, d, J = 5.9 Hz), 6.90 (IH. d. J = 8.3 Hz). 7.2 
0-7.37 (6H, m), 7.44 (2H. d, J = 7.8 Hz), 7.57 (2 
H, d. J = 7.8 Hz), 8.00 (IH, d, J= 2.5 Hz), 8.24 



(28) 32 001-55367 (P2001-5A) 



(IH. t. J = 5.9 Hz). 

(4S)-3-[2-Xf-/U-3-(4-^ h=JE-i^-3-[N-[(4-( h U yjU 

(4:lv/v)8nilSrjg-&Lr;P:i'>'SJ^f**<^L^C. «#T3 
0!eiS?^blc#*611inlS:2^'C'jD;t.. 5etC*S!'(k'J^'>A 
l*Sl?«J101iiig$r*2.7ml lC^*^L2^*^(fCjD;C!t. 1^ 
h U '>A7^|<«ItlSr4ml<^)*{C^*» 

B?x^;l'fcn-^=^-r>-S:Jni.^B^fffl:$-tt. 125nig(20%)<0 

miM\28.o-m.o'C: mmstmm m/z 409(m*): 

7C«^«fffi CaiHajFsNO* (409.40): 



H-»« C, 61.61; H, 5.42; N, 3.42. 
mWS. C. 61.48; H. 5.40; N, 3.41.; 
»H-NMR (400MHz. CDCI3) ^0.96 (3H. t. J = 7.3 H 
z). 1.55-1.71 (2H, m), 2.61-2.67 (IH, m), 2.77 (IH. 
dd.J = 13.7. 6.4 Hz). 2.% (IH. dd.J = 13.7,7.8 H 
z). 3.92 (3H. s). 4.73 (2H. d. J = 5.9 Hz). 6.90 
(IH, d. J = 8.3 Hz). 7.29 (IH. dd.J = 8.3, 2.4 H 
z). 7.46 (2H. d, J = 8.3 Hz). 7.59 (2H, d.J = 8.3 
Hz). 8.08 (IH, d. J = 2.4 Hz) , 8.32 (IH, t. J = 
5.9 Hz). 

itMe^ («)d" +23* (C 0.4, MeOH); Jt^Jg 88% 
e.e. (Chiral PAC AD2:fflV^ycHPLC:^^•$f^3<^:•2.) 
[00731 ( IQt0«47-48 ) ^SfiCTl t mUiZ LT«6 





0 















R* 


R» 




47 




OCH3 


C2H5 


294 QT) 


48 




OCHa 




308 OT) 



[0074] ( ^]5feW9-94 ) mmmt mm^z Lxmi 

[*7] 











R< 



(29) 92 001-55367 (P20 0 1-5H« 







R 


a* 

R 


R 


M5^«r« (n/z) 


49 


4--CF3 




OOK3 




451 




50 


4-OPh 




OCH, 


CfH, 


475 


(iT) 


51 


4-0CH2Ph 




OCH3 


C2H, 


489 


%■ / 


52 


4-Ph 






CjHs 






53 


4--OF3 


/-CjH, 


OOI, 


CiH, 


1 




54 


4-OPh 


/-C3H7 


OCHs 


C2HS 


475 


CM*) 


55 


4-OCH2Ph 


/-CsHt 


OCH3 


C2H5 


489 


01*) 


56 


4-Ph 


/-C,Ht 


om. 


C2H5 


459 




57 


4-CF3 


ff-0«H, 


OCH, 


O2H5 


465 


(■ ) 


58 


4H)Ph 




OCMs 


C2Hs 


489 


(■*) 


59 


4r-0CH2Ph 




OOHa 


C2H5 


503 


(■*) 


60 


4-Ph 




OOl, 


C2H5 


473 


(■*) 


61 


2-OPh 




QGHs 


C2H5 


461 


Of) 


62 


3-OPh 




OCH, 


C2H9 


461 


(T) 


63 


2-OPh 


#»~C3H7 


OCH3 


C2H5 


475 


(■*) 


64 


3-OPh 




OCMa 


C2H5 


475 


(■*) 



m««fift wz) 



65 

66 

67 

68 

69 

70 

71 

72 

73 

74 

75 

76 

77 

76 

70 

80 

81 



4-<IPh<4-0H3> C2H5 OCH, OjHs 475 01*) 

4-OPh (8-«Ha) OjHs OCH, CjHa 475 <■*) 

4-OPh (Z-CHs) CjHj OOH3 C^Hs 475 <■*) 

4-OPh (4-Cl) C2H9 OCH, C2H5 495 (■*) 

4-OPh (3-0 1) O2H5 OCH3 C,H, 405 (T) 

4-OPh (4-F> OjH, OOH3 OjHs 478 (T) 

4-OPh (4-Br) C2H5 OCHa OjHs 639 (r) 

4-OPh (4-OCH3) C2H, OOH3 C2H5 491 (■*) 

4-OPh (3-OCH3) C2H5 OCH3 CjHs 401 (r) 

4-OPh (2-0CH,> O2H5 OCH3 CjHb 491 (r) 

4-OPh (4-CH,) n-CaH, OCH, C2H5 489 (T) 

♦-OPhO-CH,) /i-CjHt OCH3 C2H5 488 (T) 

4-OPh (2-CH,) »-C,Ht OCH, OjHs 480 (T) 

4-OPhQ-CI) /i-C,H7 OCH, C2H5 509 (■*) 

4-OPh (4-OCH3) /HJjH, OCH, CzHa 505 (if) 

4-OPh (3-OOH,) /»-C3H7 OCH, CjHs 505 (■*) 

4-OPh (2-OCH,) n-CjH, OCH, C2H5- SOS 0**) 



(30) 92 001-55367 (P2001-5 







R* 




R® 




82 


4-0Ph(4-f) 




OGH3 


C,H5 


493 (M^) 


83 


4-0Ph(4-Br) 




0€H, 


C2H5 


553 (B*) 


84 


4-OCF3 




OGH3 


CA 


467 (lO 


85 


4-CH4 


/7-C3H7 


OCH3 




397 «*) 


86 


4-oai5 




OCH3 


C,Hb 


413 Ot) 


87 


4-Ph(4-CI) 


/^-C3H7 


OCH3 




493 on 


88 








C.Hc 


473 OT) 


89 


4-Ph(4-00H3) 




OCH3 


C,Hs 


489 Ot) 


90 


4-0CH,Ph(4-CI) 




OCH3 


C,Hs 


523 (H*) 


91 


4-0CH,Ph(4-CH3) 




OCH3 




503 00 


92 


4-0Ph(2-F) 




OGH3 




493 (iD 


93 


4-OPh (2-OCSH5) 




OGH3 


OA 


519 (y*) 


94 


4-OPh (2-CJH5) 




OGH3 




503 01*^ 



[0075] (mmms-ui) mmmotmmicLx 











m&cc ) 






95 


4-OF, 




WHs 


147 








4-OPh 




OCH3 


117 


GtiHioNO, 


Mm 


97 


4H)CH^ 


»-C,H, 


OCH3 


111-112 


CaHaiNOs 




98 


4-Ph 




OCH3 


100-162 


C2,HaN04- 1/10H^ 




99 


4-CF. 




OCHa 


174-175 


(WfaiFjNO* 


««« 


100 


4-OPh 




OCHa 


146-147 




tfUtt 

mum. 


101 


4H3CH,Ph 




OCH3 


1S9-140 


G»HaiNOs 


t^mm 


102 


4-Ph 


/-CjHt 


OCHa 


157 


G»HitN04 




103 


4-CFs 


if-G4H» 


OCHb 


160 




nm 


104 


4-OPh 




OCHi 


141-143 


CaHiiNOs 




109 


4-0CH,Ph 


n-C4Hi 


OCHs 


137-138 


Gt|H»NOft • 1/IOHbO 


8fS« 

mmm 


106 


4-Ph 


/J-C4HB 


OCK, 


136-136 


C»H„N04 


wm 
mmm 



0 62. 40. 

C 62. 3d. 



H 5.71, 
H 5. 65. 



N 3.31 
N 3.39 



0 72.46. H 6.53. N 3. 13 
C 72.31. H 6.56. N 3.26 

C 72.86. H 6.77. N 3.03 
C 72.77, H 6.76. N 3.10 

G 74. 84. H 6. 79. N 3. 23 
G 74.76. H 6.81, N 3.37 

G 62.40. H 5.71, N 3.31 
0 62.42. H 5.81. N 3. 34 

C 72.46. H 6.53. N 3. 13 
C 72.43. H 6.60. N 3.15 

C 72. 86. H 6. 77. H 3. 03 
C 72. 75. H 6. 76. N 3. 07 

C 75.15. H 6.77. N 3.25 
C 75.02. H 6.75, N 3. 22 

C 63.15. H 5.99. N 3. 20 
C 63.25, H 5.05, N a 26 

0 72.86, H 6.77, N 3.03 
G 72.69, H 6.82, N 3.05 

C 72.96. H 7.01, K 2. 93 
C 72,85. H 7.01. N 2.99 

C 75.48, H 7.01, M 3. 14 
C 75.33. H 7.02, N 3.23 



(31) 92 001-55367 (P2001-5A) 



mmm 












107 






OCM, 


126^127 


u--itn- 


108 


4-mO-CH.) 




OOH, 


120-121 




109 


4-0PhC2-0H^ 


OtHs 


OCH, 


142-143 




110 


4-<ini(4-CI) 


C«Ms 


OOHg 


149-144 




111 


4-OPh(a-OI) 


GjHs 


OGH, 


131-132 


GmHmOIHOa 


112 


4-0Ph(4-F) 






1 37—1 38 




113 


4-0Ph(4-Bf) 




OOHj 


148^149 




114 


4HIRi(4HX)H,) 


«tH» 


AMI 


124— I2S 




115 




0|l^ 


00H| 


1 iZ— llw 




116 


4-aPh(2-0CH|) 


CiH, 


OCH9 


lZ4— l2D 


O.JLJMI. • 1/IOiLO 


117 


4-0Ph(4H»g 




OQfg 


139-141 




118 


4-0Fh(3-0H.) 


#H)^ 


OCH, 


102-109 


A__ii„llfl > 


Its 


4-0Ph(2-CSH,) 




OCH, 


114 


0«H»,MO, 


120 


4-0l>ti(3-«l) 




OOH, 


101-102 




121 


4-aPh(4-0CHs> 




OCH, 


124-129 




m 


4-CPh(3-0Ctg 




OCH, 


82-93 




123 


4H)Ph(2HICH,) 




OCH, 


124-129 


C„|l„IIO, • i/ioh,o 



ff'M:0 
tfll«;c 

m« : 0 
mmm.o 

0 

itsta;o 

;0 



72.40, H 6.53. 
72.27. H 6.63. 

72.46. H 6.53. 

72.47. H 6.48. 

72.46, H 6.53, 
72.46, H 6.53. 
68.73. H 5.60. 
66. 52. H 5. 64. 
ea 73. H 5. 60. 
66.68. H 5.56, 

60.17. H 5.60. 
69.09. H 5.85. 

60.95. H 6.11, 
61.02. H 5.09. 



II 3. 13 
II 3.10 

N 3.18 
H 3.10 

N 3l13 
■ 3.13 

H 2.99 
N 2.97 
H 2.99 
N 3.00 

N 3.10 
H 3L12 

N 2.73 
H 2.78 



89.96, H 6.31. M 3. 02 

69.68. H &29. N 3.06 
69.86. H 6.31. N a 02 
89.75. « 6.25. N 8.04 

69.69. H 6.33. N aOI 
69.53. H 6.32. N 2.98 

72.66. H 6.77. N 8103 
72.63. H 6.78. II 3L 10 
72.56. H 6.79. M 3.02 
72.41. H 6.82. N 3.02 
72.86. H 6.77. N 3.03 
72.63. H 6.83. N 3.12 



67. 28. H 5. 86. 
87.23. H 5.80, 
70. 42, H 8. 54. 
70.36. H 6.57. 
70.42. H 6.54. 
70. 13. H 6.64. 
7a 16. H 6. 56. 
70.07. H 6.61, 



N Z91 
N Z90 

N 2.93 
II 2.99 

N 2.9S 
N 2.87 

N 2.92 
M 2.92 



(32) 32 001-55367 ( P 2 0 0 1 - 5fflC$A) 

















124 


4-CHi(4-f7 






148-149 




M-Stt ;C 69.68. H 8. OS. N 3.01 
nitt:C 69.38. H 8.08. N 3.02 


125 


4HVh(4H>r) 






153^154 




H-Xtt :C 61.60, H 5.36, H 2.88 
:C 61.57. H 5.31. N 2.70 


126 


4-OCF, 






128^127 


ft M-.P 


M-lttt : C 60. 13. H 5.51, M 3. 19 
Mtt :C 59.88. H 5.50. H 3.16 


117 


4-CH, 






11S-118 


r H Jin. 


M-Mft :C 71.52. H 7.37, N 3.79 
SIM ;C 71.90. H7.S8. H3.74 


128 


4^-0CH9 




ATM. 




C„H- Hft. - f /10M 


thM:C 88.23. H 7.08. N 3.82 
XM :C 88.21. H 7.10, II 3.80 


129 


4-Ph(4^l) 










M-Stt : C 89.59. H 8.08. H 3.01 
9IM;C 89.55, H8.03. N 3.03 


lao 


4-«i{4-CH^) 




QCHi 


155-156 




tf9tt:C 75.48. H 7.01. N3.14 
Mtt: C 75.48. H 7.<». N 3.10 


191 


4-f>h(4-0Ct^ 




OCKi 


148-147 


ft--iL.iin- 


iflttt - C 72. 88, H 8. 77. N 3. 03 
Xm;C 72.77, H6.77. 113.01 


132 


4-«»M%(*-CI) 






128-129 




tl-ra ; C 67. 80, H 6. 10. N 2. 82 
HM :C 67.78. H 8.06. N 2.85 


133 


4-0CfV>h(4-©U 






118-119 




ffStt ; C 73. 24, H 6. 99. N 2. 95 
Mtt;C73.11, H6.90. N 2.96 


134 


4-CF. 






119-120 




W^mm. i C 62. 40. H 5. 71 . N 3. 31 
«M:C 62.33. H5.70. H 3.32 


135 


2-oni 




OC^ 


148—147 




tt-Stt ; C 72. 04. H 6. 28. N 3. 23 
mft :6 71.90, H 6.32. N 3.23 


136 






OCH, 


111—113 


CnlLJIOk 


lfM;C 72.46. H 6.53, N 3. 13 
SUitt : G 72.53. H 6.49. N 3. 11 


137 


3^a)h 




OCHi 


91-82 


CjJHifMOt 


ttHa : G 72.04. H 6. 28, 11 3. 23 
mtt i C 71.93, H 8.24, N 3.29 


138 






OCKi 


111-112 




tl-M ; C 72.48, H 8.53, N 3. 13 
ml;C 72.40. H6.5g. N3.I7 


139 


4-QPhC2-F) 




OCHi 


105-108 




ttVlft : C 69.66. H 6.06. H 3.01 
Mtt i C 69.66, H 8.05, N 3.05 


140 


4HlPh(2-0CVI<) 




OCHi 


121-123 


O0HttMO«<l/1OIV) 


tfM;C 70.60. H6.7e. N2.84 
KM ;G 70. 33. H8.78. H 2.84 


141 


4-ilPh<2-CA> 


Ji-CiH, 


OCKi 


113-115 




If-»tt;C 73.24, H 8.99. N 2.95 
Mtt ; C 73. 10. H 6.98, N 3. 04 



[0076] immmiAz-uA ) ^miztmmz lx [*9] 





R* 


R» 


R* 


R» 




142 


CH, 




OCH, 


C,H, 


384 (M*) 


143 


CtH5 


C.H, 


OOH3 


C.H, 


398 (M^ 


144 


CHjCF, 


H 


OCMa 


CtHs 


424 (M*) 



[0 0 7 7] (mmmiA5-u7) mm^i^mmizLx imo] 



(33) 92001-55367 (P2001-5a m 








R' 


R* 


R» 




145 






OCH3 


C,H5 


294 (M^ 


146 






OCH3 


CjHs 


308 (M^ 


147 


CHjCF, 


H 


OCH, 




334 (M") 



[00781 (iijfi0iji48-i53) m^mutmistizLx 




mttm 


R' 


R» 


R' 




R« 




148 


4-CF, 


C2H5 


C2H, 


OCH, 


C2H5 


485 Ot) 


149 


4-OPh 




C2HB 


OCH, 


C,H, 


489 Ot) 


150 


4-CF, 


CH, 


C>Hs 


OCH, 


CfH, 


451 OT) 


151 


4-OPh 


CH, 


Q2H, 


OCH, 


C>H, 


475 <M^) 


152 


4-«F, 


CHjCF, 


H 


OCH, 


CiH, 


491 OT) 


153 


4-OPh 


CHjCFa 


H 


OCH, 




515 Of) 



[00791 ( mtmi5A-m ) ^m2otmmi>z lx 

[«121 



(34) 32 001-55367 (P20 0 1-5ffi-A) 



CbHmF^« »»«JC63.15. M5.99, N 3.20 

HM ; C 63.04. H 5.93. N 3.1B 

C»I^N0c.1/4H,0 : C 72.16. H 6.B1. H 3.01 

M«: C 72.04. H 6.81. N 3.07 

CaH^yW, l O 82. 40. H 5. 71. « 3. 31 

Mfii ; C 62.33. H 5. 78. M 3.30 

C„HbIIO, ; 0 72.48. H 6.53. M 3. 13 

HM ; C 72.38. H 6.43. ■ 3.09 

C„Ht,F/l04 9f n ; C 54. 43. H 4. 13. II 3. 02 

Mtt:C 54.37. H4.19. N 3.07 

C«^/»» Mtt i C 64.06. H 4.96. N 2.87 



154 4-CF, GiH, OGH, 158-157 

155 4-OPb <5iHi OCKi 144-145 

156 C,H, 0(», 167-168 

157 4-OFh CH, OCH, 142-143 
156 CHiCF, H 00^ 120-121 
159 4-OPh CHzCF, H OGI^ 119-120 



[0 0 80] (11*6011160) 

[3 (2S) . 4S] -3- f 2-x^;l/-3- [4-;< h ^ [N- [ [4- ( h 

(±)-2-x^;P-3-(4-p^ h^5/-3-[N-[(4-( h U '7;Ppro 

b':;j-y®(^^¥ll-162235) (26.8g, 65.6mniol) fcH^^k-r 
b^b Hn>^^y34ml^r;l/::fy#H^Tli'^ts 
^#TbUx^/l^T^>'(9.14ml, 65.8miDol). tVN'n^f 
;U^a^^ K (8.07ml. 65.6mnK>l)5:?aTL. ^^f^MiS 
•C1.5B$raJ«fPUTii'&^*JB!lS:'&fi!cLfc. 
c7)S§ltCT7lc?^Tt-7' h ^ K U ^ A (8 . 83g. 78 . Tmin 
ol) i: ffii^f - h ^ t H a :7 ^ ysSml S: T/l^rf >'#H^T 
^a-^L. (S)-4-<y>-V^:t^^fVU >-'>'-2-:ty(13.9g. 
78 . 7mnio D^rffii^T-b^bKo^^ WOml tcJW*- L T n§ 

MCTttBit:to ttai?S(i:5%^^. 

-imtaw, n-^^^y : BfMx^;w=3:2v/v. m^mt 

:^^\^y : ^^y-yl^l5:lv/v)t;:'r»KL. 15.2g(4l 
%)coi^'rxxi^^v-m-^?-#^r. JicoS'&ilisitci^M 

y^^ubVl^X-f-Zl^at/X-iry^^aDPtJlD^fefSM^Ht^^ 

-x>'^Ta?^f*te^ L5. 62g (15%) CO @ W^b-^Sr^^ 
Si: LT#3t. 
^i^^Wffl in/z 568(M-). 
[0 08 1] (^MW61) 
(S)-(+)-2-x^;U-3-[4-.X b^y-3-[N-[C4-( h U 

[3(2S) , 4S) -3- [2-x^;V-3- [4-pC h ^ >'-3-fN-( (4- ( h 
U y)U^n;<^fU) y x x;W] >f ;W :7 x 

ro bJtx/U-] -4-0'S^VU:t ^-y-y 'J >''y-2-:t y 
(90. 9g, O-ieOmoDtT-h^b Kn^^ViiTkcOiS-^^ 



AMI i C 63.96. H 5.04. N 2.90 



m (4:lv/v)802mU3?^ML. Tyb-rf vamf**^^ t/c. 
}«#T30%ag(l^'fl:***(63.7ml. 0.630ido1) Sr5^TiBT 
tJto actCTkK-fbUf-^A— *»^^3(10.7g, 0.256mol) 
S:267mlcO*fc^*^L5^T1gTt?to Mt37lc?^Tmra 

m^Lfz. R^5^gt^64%WlS?**■^^u^A(l02g. o. 

627mol) €: 401ml tiST LTt <> KmW.'SrWi 

^fURx/n'^^^yiztmrnm^-^imLfz. vtmLti 
^^B^m^LnmLfz. mz^pmxKirM^B^nrz. - 

^^BbiySrffB^r'^h^n-^^^yt i^Sxf-;Wc7)ig'^}§ 

m (4:iv/v) TmmmmmtkL52As{mi)cr>Bmt 

SJUS128-130-C; 

7Cfg^*fffi(%) C21H22F3NO4 (409.40): 
Wrnm C, 61.61; H, 5.42; N, 3.42. 
Haifi C. 61.41; H, 5.44; N, 3.41.; 
iH-NMR (400MHz. CDCI3) ^0.95 (3H. dd.J = 7.3, 7. 
3 Hz), 1.54-1.70 (2H.m),2.58-2.65 (IH. ra). 2.77 (1 
H. dd.J = 13.7. 6.3 Hz). 2.% (IH. dd.J = 13.7, 8. 
3 Hz). 3.92 (3H. s). 4.38 (IH. br s). 4.72 (2H. d. 
J = 5.9 Hz), 6. 90 (IH, d, J = 8.3 Hz), 7.29 (IH. d 
d.J = 8.3, 2.4 Hz). 7.46 (2H. d. J =7.8 Hz). 7.58 
(2H, d. J = 7.8 Hz), 8.07 (IH, d, J = 2.4 Hz) , 8. 
34 (IH.t. J = 5.9 Hz). 
tiM^ [alo^^ +24' (C 0.8, MeOH); 
3t^JK99% e.e.(CHIRALl PAK AD 0.0046 x0.25m, 

mmW. ; n-^^^y : yrn>NV— ;P : h U :7;l/5j-o 
BK=80:20:0.2, miii^&;29^m, *^AiaJK;30 
"C, ; 1.00ml /mi n). 

[0082] (mmmiei) 

(R)-3-(WNVo^;l^)-4-Oi^Vl^:t^'9-yU>-V-2-:t 
t-T" h ^ H * U ^ A (2. 47g, 22 . Ommol ) b la^Kx h y 

bKo79:^50mi*r;^:fy#H^Tia'&b. ^i^m 



(35) §2 001-55367 (P20 0 1-5e>A) 



T(«>-A-<yi^'fl':^^V-YV >''V-2-7fy (3. 55g, 20.0in 
mol ) §bK-r b ^ b H a 7 7 yBOmUC^** LTJST L 
fc, SO^/kJ^Wmin-yNVo-fyP^O^-f K(2.60ml, 2 
1.9iiiiiiol)^|}Wc-rh7t Ko7-7>-20iDUc?§*^tTjSnF 

f-;l/=4 : Iv/v) \.ZXmm. L , 5. 06g(97%)<OB Wb^S-fit 

«fi^*f<i m/z 261 (M*). 
[00 831 (IIMW63) 

5-b Fndf >';<^;l-2-;>< h^v^SSM'O-i^'/KltS 
Tll-162235) (15. 5g, 56.9nimol) i:Btt*X— x-'l^SOOml ^ 
*?fe«#THm'fb'J>'(2.0ml. 21.lBmol)$'JiS 

f-;WJi?:t«-S"JL?t. x-x;U«€r*. f&^a«K**:^^ 
'9fl^^tl2.7g(66%)(Oa6<Ht-^5r»fer'JXA 

at \.x%fz. 

Sffi^Wffl iii/z 334. 336(M*). 
[0 0 84] {%WmA) 

(3(2S) .4R]-3-[2-n-yobVt^-3-[4-;< h^>-3-(^y^' 
;U;j-'ar 7 x -)V\ To tr::t-;l^l-4-^>-S^' 

(R) -3- (l->'NVn^ -4-^y ^^'/W^t^-^-V 'J 
y(3.56g, 13.6iiimol)i:flK*rh5b h'n^^yTOml?: 

ol/l<7):^ h 'J A b'X ( h'J ^ U;W T S Fc7)f - h 
7b Hn75>-^S(15.0ml, IS.Ommol) SrvirFU:!^. ?S 
Til*Tf^78-ClCT llSflBIMfP L/vT^S-T'O^:^ ^y|^-2- 
;< h^v'^,ft#K'<.:/i^'/K5.04g, 15.0inmol)c7)I^-r 
h7bHo77y^?R(20ml)SrjrFt/::. WY^'^Wl 
g'ClC-CS^ISI^ L<J:V^T'-35 — 4(rCT3^ia«B*L 

®^x^;P=4 : Iv/v) ICTffiS L , 6. Ug (87!!;) cOSm^t^ 

^m-i^mm m/z 515(m*). 
[0 0 8 5] immmies) 



[3(2S) .4R)-3-[2-Xf-;l-3-(4-^ h^'^-y-{^y'JJl-^ 
®»^*f1i m/z 501 (M»). 

[00861 (ms!sm>) 

[5(25.4' R)]-2-;'< b:i{->-5-f f2-(2-J!-=^ V-4-^>-x;U 
V'J y >-3->f ;U) X>/l^.-Kx;U]^>-^;PlgJ.#ig 
(3(2S).4R)-3-(2-n-rae;l/-3-(4-;><b^j^-3-('<.y>'* 
J^:<7 ;P;K-;U) 7 x ~M to b'^x;H-4-'<.>'>'' 
yU5r^1^V'i;>'V-2-5r>'(20.9g. 40.5nimol). XdV^V 
>'''>i>.ffli^f«ttiJ{2.00gtifS?x^;l'200ml«:M-&U, tO 
^JE294kPai07i<9SE-C'SS4S7C$:tf-5^^. RjC^STf^M 

^i5-ttj||ffiL-C17.2g(100%)<O@W^^J$rtlfe?4^^i: t 
XW^. 

Kfi^Wffl m/z 425 (M*). 
[0087 1 (^^7) 

r5(2S.4' R)l-2-^ haei^-5-[f2-(2-^^V-4-^yy;t^ 
««4^*fffl[ m/z 411 (M*). 

[0 0 88] mimwm 

f3(2S) ■ 4R]-3-r2-n-7-o bVl^3-f4-^ b =3{-y-3-[N-[ (4- 

7 X y # 7 X — ;t^) ^ "^fiA fi )Vf >f ;M 7 X r 

g b^-;l^]-4-^>->Vl^:t^-»V U x>--2-^y 
(5(25.4' R))-2-p< ^^>-5-((2-(2-5^-^y-4-'<.>'i'V^ 

(12.1g, 28.4iiimol). b'J x.f-;V-r 5 >" (10. 0ml , 71.7iiim 
oDS.L^v'':?' ou;< ^200101 5:^-^ t*?^ffT:J' DO 
^i!x-f;K3.05ml. 31.3mmol)?igTL!t. 0X:t-20^i-it 
#f^4-7x y^v-'<.>'>'';l^r5>'^BEJg(7.37g. 31.3iiim 

oi ) S: ii'-a-rojD i. 7t , ccTiB^SJiff f^at;:t 4B#ra 

aaf L3t. sjs?ss:o.iiooi/iifiK, ms^w^n^ 

y^y^-mm^ n-^^^y ■■ i^SSX^;l^=7:3v/v){C 
T»S8t, 16.1g(93%)<OSW^l:-&!feS:ilfe?*«!|^i:LT 

WA-^tfim. m/z 606(M*). 
[0089] IIS£«?>J169-173 

mlml66bmm^zLxmmz7ri•f■^t■^m^ntl, 
mm 



(36) a2 00 1-55367 (P20 0 1-5P"A) 









169 


2-OCHs 


CsHb 


170 


2-0CH3 


n-C,H7 


171 


3-OCHs 


0-C3H7 


172 


4-F 


CjHs 


173 


4-F 





[00 9 0] (Il}6m4) 

( S) - ( -2-x^;l^-3- [4-p< h ^ [N- [ (4- :7 ;l^>r n :7 
X y 37 X j^'^MA )W <^ >f :7 x r n 

[3(2S) ,4R)-3-t2-x^;U-3-(4-;'< b^>'-3-[N-((4-7;U 
5j-C77xy^ri^:7x -X ;<^;W>'N'^>f ;W :7 X — 

(2.02g, 3.31mol)i:xh7b Ho:7^>'i:*<7)ig-^}§ii 
(4:lv/v)18mUr^»L. TJVrfymm^mnLtz. « 
fPT30%JSBS^b7K*7K(l . 34iDl , 13. 2mmol ) 5r5^T1igT L 
Tto »:{C*K^t;U^'^^(222nig, 5.30mraol)S:6ml^*(C 

^BtlClJSSBS'^ h U (1. 37g, 13. 2ninK>l ) S:9mlC0*l-^ 

i/M y r o bVl^x-f-^l- : g^g!=40 : Iv/v^ffl V ffiS 







OCH3 


622 (M*) 


OCHj 


636 01^ 


OCH3 


636 Of*) 


OCH3 


610 (H*) 


OCH3 


624 Qt) 



^S^«fffl m/z 451(M*); 
7Cfg^J-«fffia) C26H26FNO5 (451.49): 
ffflCffl C, 69.17; H, 5.80; N, 3.10. 
Haiil C, 69.06; H, 5.73: N. 3.17.; 
iH-NMR (400MHz, CDCI3) ffO.95 (3H. t. J=7.3Hz), 
1.54-1.69 (2H. m). 2.60-2.65 (IH, m), 2.75 (IH, d 
d.J = 13.7. 6.4 Hz). 2.96 (IH. dd.J = 13.7, 7.8 H 
z). 3.89 (3H. s). 4.63 (2H. d, J = 5.9 Hz). 6.89- 
7.04 (7H, n). 7.28-7.32 (3H. m), 8.08 (IH. d. J = 
2.4 Hz), 8.24 (IH, t. J = 5.9 Hz). 
JtiS3t« CaJo" +31' (C 0.8. MeCN); 
3ti^*iEJ^97% e.e.(fflIRALl PAK OJ. 0.0046X0. 25m, 

?§tiiM ; n-^^-^y ■■ ^ y rnv'NV— ;P : b U ^yi^^rn 

S^K=90:10:0.1. :^ai»;^ ; 254nin, ;<?5A?aK;40 
•C, 8Sa[ ; 1.00ml /mi n). 

[0091] (ieiitfiji75-i79) usifi^jmt nn\,zhx 

[IS14] 



(37) 92 001-55367 (P20 0 1-5XAA) 




ITS MCai CA OCH, 121-123 C„IW»i »»» fC W.98. H aSI. ■ 4.02 +»' 0! 0.57.fcC« M« 

I ;C 69.77. H 0. S. ■ 3.09 



178 2-OW, iM^H OCH, aS-99 C^tWI» »»» S C 70. 42. H B. M. « 1 M +«• OB 0. 50. fcOO 9« 

ftM:e 70.34. H B.O. N S.10 

177 J-flCK, «hC,H, OCH, JO-?! C»H„IIQ, ; 0 70. 42. H 8. 94, II 2. 98 +22" (P 0. 53. fcCM) 9M 

Mil ;0 70.52. H 6l54. ■ 3.06 

178 H .Hyn OCH, 89-88 C„H»W» : C 7i48. H 8.63. ■ 3. 13 +23' (C 0.54.1.CM) 97* 

llfltt I C 72. 42. H B. 54. H 3. 19 

179 4-F n-OgHi OCHa la^"'" C„HiiW, if M j 0 89. 89. M 6. 08. II 3. 01 +23 0:0.52.^01) 100% 

|IM;C 69.55. H 8.07, N 3.08 



[0092] ( mmmm- m ) mmmi t nm^z lx 





R' 


R* 


R* 


R» 




180 


3-CFa 


OjHs 


OCH, 


CfHs 


437 (B*) 


181 


4-OCF3 


CiH« 


OCH, 


CtH6 


453 (■*) 


182 


2-OCHs 


CsHfi 


OCHs 


C,H6 


399 W*) 


183 


3-OCH3 


CjHs 


OCH, 


CjHs 


399 (i^) 


184 


4-OCH3 


CjHs 


OOH3 


PtHs 


399 (11+) 


185 


4-0Ph(4-0CtHs) 




OCH, 


CtHs 


505 (IH-) 


186 


4-OPh{4-0/»CsH7) 


CjHs 


OGH3 


CtHs 


399 (IH-) 


187 


4-0Pli(4-0CjH5) 


/?C,H7 


OCH, 


Q2H$ 


399 (IH-) 


188 


4-M»h(4-0/iC^H7) 


/7CH, 


OCH, 




399 OH-) 



[0093] ( IIJfeW89-197 ) |IM^20 1 |SI«tC t T 
[^161 



R* 



(38) a2 001-55367 (P20 0 1-5XA) 



HIM R' g« K* mACG) gt« Timnmv) 



189 


3-GF, 




OCH, 


144-146 




tf»|l:C6D.72. 
IIJitt;C 00.87. 


H 5.50. 
H 5.31. 


N 3.37 
N 3.43 


ISO 






oct^ 


139-137 




»lltt;C 59.29. 
Mitt : C 58. 91. 


H 5.21. 
H 5.08, 


N 3.29 
N 3.34 


191 


2-OCH, 




OCH, 


120>121 




M^mm.C 87.58. 
mmm;C 67.32. 


H 6.81. 
H 6.74. 


N 3.75 
N 3.73 


192 


3-oaVi 


CtHi 


0C»^ 


103-105 


C„H^ - 1/2H^ 


lf»tt:C 66.30. 
IIM;C 66.53. 


H 6.89. 
H 6.67. 


N 3.68 
N 3.81 


193 


4-OCH, 


C,H. 


OCK. 


143-144 


CnHtsHO« • l/SHaO 


tMI«:C ^.83. 
IKXttsC 68.85. 


H 6.86. 
H 6.69. 


N 3.71 
N 3.76 


194 


4-<Ph(4-O0|Hs) 


CiHi 


OCI^ 


124-125 


C»H„HQ. 


fHt*;C 70.86. 
«|«;C 70.69. 


N 6.77. 
H 6.71. 


N 2.83 
N 2.89 


195 






OCHi 


114-116 




Ma;C 71.27. H ass. M 2.77 
Mia;C 71.09. H 6.92. N 2.B7 


196 


4-0Ph(4HX^Hc) 






12»-12S 




ffM;C 71.27. 
;C 71.02. 


H 6.98. 
H 6.95. 


N 2.77 
H 2.97 


197 


4-0Ph(4-0AC,m) 






120-121 




nm^iC 71.65. 

«M;C 71.35. 


H 7. 18. 
H 7.17. 


11 2.70 
N 2.85 



10094] 

Mi^fc t hMPPPR a <r>U:(jy h'^-^«^(Biochemistry. 
1993, 32, 5598) t coSt-^geSSr^^S-T SS^^f^sT 7^ 
5 HS.t/^-f-(0^;K-^-7'5X5 H(STRATAGENEtt), S,t/ 

romegatt) S" U 5^7 x ^ h T 5 yiZXmsm^miiZ.X 3 
b9yX7x^'i^3>- Lf^. ^c7)fmO%SFCS/DMEM>4't-S[ 
mit^'^RV^Mmt-^X'h h (8S)-HETE5r^SD L-C24 

[0 0 9 5] (M.mm2 ) h V^)U:t^i^Y~M,mmM 



b X^v^y:? b hPPARa - U ^'y (His- 
hPPARa-LBD)£7):5'y>'N-^®2:%a-r2.r5;^ 5 h'Sr:W® 

M(jM-io9)fcs^$-y:-c^§iL. sm^y^-^-s^M^m 

^;W^f-;W-2-p< h=3f i^-N-CC4-(h U y/U:^a^^M 
yx-fU}ji^M^y^T5^ ViT-^i^^J^mt/W^it 

-hPPARa-LBD:5' yj^^'Mti^l<Z50imol/imtA 'J "^i^S. 
t/10minol/l>''f-:tX^-^ h-;US:-t-tflOnunol/l h i;;?.<a 
BS(gS?S(pH 7.4)'¥iZXm.^XA5j^^^ y^:x'^-hV 
fc , RiEJf* ^ y ^ N-^' P H) -5- [ (2 . 4-^^'^=Sf 
V^TYV i>y-5-i)V)^'i-M-2-yt h^v-N-([4-(h 
U 7;l'3j-n^^;W7x-;l')^'^;W)'<.>'Xr5 H<04 

m&«l7tcs^-r, ^ix^><OiS*<J:0. ^WM'C^^i^ 

v^fvit^ i^Y-j-.mwm.^^^^a^^nLx^fi 

IlfelTl 











EC». (U Bol/I) 


E0» (It Mil/I) 



20 


0.0115 


0.19 


22 


0.11 


0.43 


23 


0.024 


0.74 


24 


0.18 


0.58 


30 


0.20 


0.84 


(8S)-HETE 


1.30 


0.17 



[0096] ( wmm ) gg^ffiTf^fflMH i^T ) x-mm^hmn Ltcm\Mm^(^^^Wi 



(39) 92 001-55367 (P20 0 1-5XA) 



^3 ^;?.xo-;PSt5jffi^fl»KO<ST^{i-?-ii-f fib' 
i^^a u;<.xn-;l^4, iffl^IgBSStS) *-<i>^WS-?-Sf 



[1^18] 



20 10 77 25 S3 

20 30 53 55 56 

'^^tV'ffU-V 30 37 40 64 







E&sD Oi mol/l) 


174 


0.024 


178 


0. 094 


179 


0. 0092 



[0098] vIfl^>£OSg*J: 0 , 3|s:f6HB-fb-&iH!){ib 
[00991 



[0 1 003 Z.iXt>i^%^y{(n\^-^'i^X\i.. t hPPARatC 



[^i^ffllES] 

[^aiBl^^l 2^6.^290 (2000. 6. 2 
9) 

[¥«!fflIEl 3 

[aiE*r«»«=s3 ^mm 
vmmm^^^\ ooss 
[«jE:^3 ^ 

[«ErtW3 

[0 0853 (I^*S(5IJ165) 

(3(2S) ,4R]-3-[2-xf-;l^3-i:4-;< h^>-3-(^yi^Vl^:t 



MM^mm wz 501 (M*>. 

[¥M«IE2 3 

[ffljm^3ae=s3 0 087 
[ffliE:6«3 ^ 

[«jEI*I^3 

[0087 3 (Mfe^Jl67) 

[5(2S.4' R)]-2-^ h=^i^-5-[[2-(2-:^^y-4-^>£/;U 



(40) 92 001-55367 (P20 0 1-5XJA) 



mm^mm m/z 4ii(m*). 

imJEMISimS^] 0 089 






r' 




R» 


fiS^trfl On/z) 


189 


2-OCHs 


C>Hs 


OCH9 


622 OT) 


170 


2-OCH3 




OCHs 


636 01*) 


171 


3-OCH3 




OCH3 


636 Ot) 


172 


4-F 


C2H5 


OCH3 


610 (M^ 


173 


4-F 


/I-C3H7 


OCHa 


624 <jt) 



10 0 8 9] _(|yfe0!1169-173 )JISfe0!I168i: |h|«(c LT 
«13tCiK■rYti^$•^|Jt. 
(IS131 



(51) Int. CI. 






F I 






A6 1 P 


9/10 101 




A6 1 P 


9/10 


1 0 1 




C07C 


233/66 




C 0 7 C 233/66 








233/73 






233/73 








321/12 






321/12 








321/20 






321/20 








321/28 






321/28 






C07D 


263/26 




C 0 7 D 263/26 








nm mm 






##) 4C056 AAOl 


ABOl AD03 


AE02 BA13 






-2 'J^'S:- 




BB04 


BCOl CAll 


CCOl CDOl 




Hp«y>'201-^ 






4C086 AAOl 


AA02 AA03 


BC69 MA04 










NA14 


ZA45 ZC33 






S?i««*?srrfT*IHr 1-2-1 






4C206 AAOl 


AA02 AA03 


DA21 GA14 










MA04 


NA14 ZA45 


ZC33 




«± 






4H006 AAOl 


AA02 AA03 


AB27 AC46 




«*ift/hajTfJS/?H356- 1 






BJ50 


BMIO BM71 


BPIO BP30 










BP60 


BSIO BT12 


BV72 TA04 










TB53 


TB57 





